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GENERATION OF EICOSANOIDS BY HUMAN SKIN MAST CELLS 
Clive Robinson, R. Christopher Benyon and Martin K. Omreh t 
Clinical Pharmacology, Centre Block, Southampton Ganaral 
Hospital. Southaapton S09 4XY, U.K. 

Tbs ability of human skin satt calls to gtntrfttt 
cyclooxygenase (CO) and lipoxygenase (LO) products of 
arachldonlc acid vas assassad in axparisanta in which calls 
dispersed froa foreskin deplatad or enriched up to 79% In 
aast calls by density gradient sedimentation vara stimulated 
with calcium ionophora A23187. The profile of aiCosanoidS 
generated was examined in cells which had been incubated for 
12 0 min with 250 uCi ^H-ara chi donate. Cell preparations 
enriched to 791 mast cells generated PCDj as their primary 
CO produbt on stisulatlon with A23187. No PGD^ was detected 
In mast cell depleted (0,15% mast cells) preparations. PGE^ 
was detected in all preparations and PCIj (detected as 6 - 
%eto-PGF 1<t ) , 9 < # llfl«PCF 2 and, to e lesaer extent, - PCf^f . 
were eeen ih unfractionated and east call deplatad 
preparations, LTC 4 was the major ID pr o duct aeen in all 
preparations and tbs only one detected in preparations 
containing ?9%^maet cells. The eseoelation of PGC >2 and LTC 4 
with mast cells "and histamine ralaasa was confirmed by 
radioimmunoassay of unlaballmd call extracts. Thar# vas no 
correlation between other elcosanoids and mast calls. . Thasa 
results demonstrate the ability of human akin mast calls to 
ganerate PCD 3 and LTC 4 as their primary aicossnoid produets 
and strongly suggsst that they era the only source of these 
products in the call diepersate. 




MON-IMMUNOLOGICAL STIMULATION OF HUMAN TOM MAST CELLS 
H. Christopher Benyon , Mark A. Lowaan and Martin K. Qmretu 
Clinical Pharmacology s centre Block, Southampton General 
Moepltal, Southampton S09 4XY , U.K. M 

Skin mast cells are unique am o ng s t human mast call 
populations so far studied In their ability to a a e r at e 
histamine in response* to activation by non-immunological 
stimuli including substance V (SP), morphine and compound 
46/80. Like mast calls dispersed from human lung, adenoid, 
tonsil. Intestinal mucosa and intestinal sub-mucosa. Skin 
mast cells also respond to iatmuno logical (I gE-dependent) 
stimulation snd calcium ionopbore A23187. The mechanism Of 
non-immunological stimulation differs from that Of 
Immunological in that it Is faster (15 sec versus 6 min) and 
only partially dependent op extracellular calcium. However# 
sec re ml on by both types of stimuli requires intact cellular 
pathways of glycolysis, and oxidative phosphorylation. tba 
weak activity of phyealaeain, eledoisln snd neurokinins h 
and B demonstrate that the SP activation site is distinct 
from the KK1, NTC2 end NX3 recept ors described in, smooth 
muscle. The observation that the SP antagonist D-Pro ,D- 
Trp 7 » 9 V 10 SP 4 -ij, inhibita secretion Induced by each Of the 
non-immunological stimuli suggests that they activate a 
receptor of low specificity similar to that described in rat 
serosal mast cells., 

Activation of human skih mast cells by a variety of peptides 
identified In dermal nerve-endings including SP and 
vasoactive intestinal polypeptide supports the hypothesis 
that mast cell products may mediate antidromic vasodilata¬ 
tion and neurogenic inflammation. 
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rUXrOHKZOLZ SKIN levels during and after treatment 

E. Nanette, Skin Hospital, D 5800 Wuppertal 1, FRG 

Using shave MopsteH, significant ketoconazole skin levels 
have recently been shown to persist in the skm after a to¬ 
day treatment course. The study was performed to determine 
skin levels of fluconazole, a new orally active azole. 

> 12 'healthy volunteers were given SO eg fluconazole daily 
for 14 aayii Fluconazole levels is plasma, suction fluid 
and epidermis were determined by g« chromatography 2 hours 
after the first and last fluconazole intake as well as 5 
(day 19> and 10 days (day 24) later. 

Mean fluconazole plasma levels 2 hours after the firsts 
and last tablets as well as at days 19 and 24 were 1030, 
2820. ?7S and 21 ng/ml, respectively. Fluconazole 
concentrations in the blister fluid were 1192, 2965, 320 
and 30.8 ng/ml, and epidermis levels were 5.5$, 6,45, 3.55 - 
and 1.91 ng/mg. 

-Fluconazole is well tolerated, water-soluble, mainly * 
*e*ereted with the urine and only a small portion is meta¬ 
bolized by the liver. Thus, its liver toxicity is expected 
to be lower than tha* of ketoconazole. Fluconazole skin 
concentrations after admimstration of 50 mg daily were 
found to be higher than ketoconazole skin levels after 
administration of 200 mg daily. For ketoconazole skin level' 
measurements however, shave biopsies containing S Certain ' 
amount of papillary dermis have been used whereas pure 
epidermis was obtained by suction for fluconazole deter-- 
mmatlops. The study has shown that fluconazole and 

ketoconazole might be equally effective for short-term . 

treatment of human.skin mycoses* 

• * 

EFFECT OF CULTURE 1 CORO IT I0*$ METABOLISM OF JHtOPRANOLOL BT HMUI 

KEJUTlWCms. 

hicfttl J. Cormier. Jean-Raul Nany, Department of Dermatology* OMs, Of 
California School of medicine, San Francisco; CA 94143* U.S.A* and 
Philip U, Ledger, ALIA Corporation, Palo Alto, CA 94303, U.S.A* 

HttTe information e*t$ti on the ability of the epidermis tO 
metabolize xeoobiotlc therapeutic agents. This study examines the 
metabolism of propranolol by human keratinocytes [Ht) J_n vitro* Is 
addition, manipulation of the (C* 74 ] of the culture medium has been tfSSd 
to induce differentiation (Boyce: J. Inv.Derm. 81:33s.1983) and 
concomitant effects of thfs on propranolol metabolism have beta 
determined. 

Adult and neonatal HK were cultured In NCD8 153 (0.l«d( Ca**)* At HMF 
conflwency, passaged cells were 'induced to dlf ferentlate byj> retreat meat 
with 1*M( Ca 1 * for 6, 2 and 0 days or at a range of (Ca tpr 2 days* 
Incubation was then continued In medlun containing L-[4-3H}-propranolOl 
(lO* 7 to 10*' N;10 pCI/ml) and Ca 7 ' at pretreatment concentrations* 
Sables of medium (/, 4 end 6 days) and methanol extracts Of cell layers 
(6 days) were analyzed for propranolol and metabolites by TLC. Release 
of metabolites Into the medium was directly proportional to propranolol 
concentration pnd linear over 6 days. In 0. lnN Ca 74 about 101 of th# 
propranolol was metabolized during that time. Two mayor metabolites* 
napnthoxylactic acid (ALA) and propranolol glycol (Gtl) and one minor* 
R-des Isopropyl propranolol (DIF) were detected, both arising from side 
chain oxidation, ho evidence was found for the formation of ring 
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levels of m 


or conjugates. ' FretWatment with l.Qafl Ca 
about twofold and raised the KLA/GIY ratio. Only 
tabolltes could be detected In extracts of cell 


oxidation 
Increased 
very low 

layers. 

Our results suggest that the state of keratlnocyte differentiation 
can alter the zenobiotlc metabolizing potential of those cells* 
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In vitro and in vivo anti-inflammatory activities 
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C. Hensby, Sophia Antipolis 
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P.U. Elias. San Francisco 

A comparative study of the Effects of NSAID's, 
corticosteroids, retinoids and anthralin on human 
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end 5-lipoxygenase activity 
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THE EFFECT OF CALCIUM ON THE BRANulATION PROCESS 


ftoiand Niedner 


Univtrtitats—Haut kl mi k Fretburg 

D—7800 Freiburg, Hauptstr.7, 'termany 


\ 


Calcium plays a pivotal roie in many important biological 
proc»t»»» mucn as enzyme regulation, normone ano neurc— 
transmitter release, muscle contraction ana ceil proli¬ 
feration. Tne crucial, regulatory concentration of the. 
free calcium ions in tne cytoplasm is maintained ana 
controllea by various active and passive calcium trans¬ 
port mecnansism* iocatec in tne plasma memorane. in tne 
enco—sarco— p* ssmic reticulum or in tne mi tocnondna. 

The influence of calcium on the proi 1 f erat ion of fibro¬ 
blasts in vitro is well document eg, put tnere are no 
studies in yi vo. In an open wounagranulation model on 
guinea pigs calcium togehtner wim tne csicius lonophor 
A 187 was given sail yon tne wouno surface over a 

period of lu cay*. Due to tne calcium influx tnere was 
found a oose Dependent augmentation of tne wound— 
granulation, no effect could oe demonstrated wnen calcium 
was given without tne tonophor; At last a oose dependent 
reduction was seen wnen EOT a, a calcium chelator, and the 
ionopnor were done on the wound. Tne io n o p nor enables tne 
intracellular calcium to pass tne cell memorane where it 
could be bound on E&TA, trm* diminishing, the intra- 
ctiiuiar content of free calcium. T nese results 
demonstrate tne importance o? calcium ions for 'the 
proliferation process in general, and the nroie of "tne 
intracellular calcium in particular. 


fTTDEA PIG EPHWSCIS SYNTHESIZES l5-HYnftOBCY-8,U.I3-nOD^»IE!OIC ACID 
(15-OH-20:3n6) FROM DIHCMJGMIALINXENIC ACID <DQA>: A K7TENT 
jLIFCKYGENkSE mHBITOR DERIVED FROM DIETARY FRHf*0S£ OIL. 

Vincent A. Zibon , Craig C. Miller, and A. Daniel Janes, DepsrtBPhtS Of 
Dermatology and Facility for Advanced Instrumentation, University of 
California, Davis, California. 

Although primrose oil has been used in the management of cutaneous 
hyperproliferatlwe disorders, the mechanism of its effect remains 
unknown. Prompted by a previous demonstration from our laboratory that 
ganxnalinoleruc acid (GLA, lB:3n6>, a constituent of primrose oil is 
elongated to OGLA (20:3nfcJ m both human aad GP epidermis, me i ncu b ate d 
GP epidermal microearaal preparations with C— 20r3n6 (1.0 uCi). The 

radiolabelled netabolites were separated by high performance liquid 
chrcraatography (HFLC) into cycloox y genase and lipoxygenase products. 
Further fractionation of the Upoacygenase products by HHjC re vea led 
that the wbjo r T-«etabolite was chraratographically similar to a 15- 
hydroxy-20:3n6 acid. The identity of the product mas confirmed by gas 
chromatography/mass spectrometry. Since this hydroxy acid has be en 
reported to^lBUUk. 5-li poxygenase activity in MB (cells known to 
infiltrate leskpyi psoriasis) we tested varying co n centrations (5-50 
uM) of 15«OH-2(Wn6 on the conversion of *C-20s4n6 (AA) into 
lipoxygenase products by GP epidermal enryne preparations. Analysis of 
the radiolabelled netabolites showed that lS-CH-20:3n6 inhibited 
lipoxygenase activity in a dose-dependent fashion (inhibiting 55% at 50 
uM). These data suggest- that the aneliaratiw effects of primrose oil 
on hyperprol if erat iw skin disorders nay be due to the inhibitory 
effect of 15-CH-20:3n6 xetataoUte an epidermal lipoxygenase activity. 
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A NOVEL MOLECULAR 

EXPRESSION 


EF F EC T OF DITHRAWOL AF F EC TI N G GENE - 


A. Bcrnd, H* Holxmann, tmiverslt&ts-Bautklinik, Theodor - 
item-Kai 7, D-6000 Frame* urt/H .» Nest Germany 

The mode of action of dlthranol Is thought to be through 
Its effect on DNA- rep Heat ion* on repair synthesis/ and on 
enzyme systems of polyaosim? synthesis and respiration. In A 
novel approach me investigated the influence of dlthranol 
on the activitv of nuclear envelope associated nucleoside 
triphosphatase (NTPase) in intact cell systems (primary htflttl 
skin fibroblasts) and enzyme preparations (isolated from 
mouse fibroblasts 3T3).The NTPase ic thought to be respon¬ 
sible for regulation of nucleo-cytoplasmic transport of 
mRNA.. Dlthranol mas found to inhibit the NTPase efficiently 
in intact cells. Logarithmically growing human akin 
fibroblasts were incubated m the presence and the absence 
of lug/ml dlthranol tor 24 hrs. Subsequently the nuclear 
ghosts were prepared and the NTPase activity was determined* 
The level of NTPase activity was found to be 0.40 * 0*029 
nmol P A /h x I0 8 gho*ts. The enzyme activity in control cells 
were determined to'be 3.3 * 0.13 umol P^/h x 108 ghosts* J 
Addition of dlthranol (lug/ml to lOug/ml) directly to ISO* 
lated nuclear ghosts resulted also m a signif leant ‘Change 
in NTPase activity. The activities of nuclear envelope asso¬ 
ciated protein phosphokinase and protein phosphatase were 
identical m control as well as drug treated* nuclear ghosts* 
These results suggest, that dlthranol is obviously able to 
effect gene expression on the level of nuclear-cytoplasmic 
mRNA transport. The suppression of NTPase activity cau be 
induced selectively in a direct manner* 


evaluation or human epidermal PROLIFERATION and 

DffTERENrriATION IN VITRO BY FLOW CYTOMETRY ANALYSES. 

' L Lghrripa *- B. Co«lo«b^ R. X. Hwiot\ L Dibfrtrft^ - (I) 

1KSERM li 312 I*ejx of Dermatology. Hhptui Henri Mondoc. <1*010 CRFTT.IL • (2) Dept of Flow 
Cytometry. HGp PARIS * (3) L»b of cellular pharmarntng y. F.PHL, PARIS • FRANCE. - 

Weactflrtj described a method of epadrrmaliration in vitro that pmrmo to obtain a welt differentiated 
human c^KtrTfnu and to quantify Urn epidermaluauoo (Coulomb et alL Br. J of DrmutoL, 114. 91-101* 
19W>i In the present study me modular culture condition! n or del to modify the epidermal different iJtkXI . 
and to fallow the respnme of the different .Turnon vied to cvrenze tins difleietSuaion. m particular DNA 
anahrxti with fW tymepy j 

I irnifl dermal fthrhbLaSi are combined with collage* and culture medium. After polymerisation oil 
the jreL \ mm ikm punch biopsv d implanted The pel Contract! into a mw fThr dermal equivalent: DC) 
within which the biopsy ts tightly held in place. Emm this biopsy, an epidermis over grew the sarf act of 
the DL. Three daw alter the implantation. the culture ts surreievaied or not on a stainless steel grid and tfct 
medium is replaced by fresh medium containing 20 ng/ml EGF completed ot nett with 0.4 |ig'ml 
hydrocortisone and KT^M cholera-tour The differentiation j>? the epidermis u investigated by 
morphology and by DNA comenj correlated with the growth area (DNA'Sj. Theeell repartition in the 
different phases of the cell cvcle « measured by DNA analysis with flow cytometry after dissect at ion or the 
e p ider m is by tryptm and nuthramyvin coloration E p i d e rm is from suction Mister root were used as control 
The complete immersion of the culture prevents the good differentiation observed when epidermis is 
m contact, with air. w particular, no comifted taver is for ted This differe nc e is also evaluated by the ' 

* ■N * 

traction. DNA'S/Emrn rut 0 15 4 f’mm*- Immersion 0 05 Nevertheless, even in emrfgcd 

eemdfiumi^rtm rNA*S is urfmre to the in vivo one ft).5 nj’mtn*) The suppression of hydrocortisone and 
cholera to xm from the mrdmm.do not signiVativefy modified the mor p hology or the DNA'S, either in 
eme rged or immersed mnditnm 

The firm cytom et ry analysis confirms and complete these results Thu technics allows id recognize 
die proportion of the DN a corres p onding to the S and, O? phases, and so to evaluate the cell divisions. 
When compa r ed with epidermis rr vivn. growth rate ts equal a emer g ed conditions when all the factors art 
presents, or highrr when EOF « alone, while it deceases in imm •> ' on 

Thuv flow evtomev . thx n aualy used fr# cell cycle r*ilhu of homogeneo u s cell topulaiion. or 
lor celt sorting, n an important mo) for epidermal proliferation and differentiation evalaaiMUt. 
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Calcium ctwnnal antagonist* bn dermatology 

N o vel Indications of known drugs 

Pauline Dowd, London 
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Effect of clmftldine on anirlne allergic contact 
hyper s ensitivity (ACH) 

N.A. Soter, New York _- 

The Influence of C*** modulators on epidermal 
Cells bn vitro* A protective effect from Cl** 


B. Thiele. K6ln 

S er ot o ni n antagonists: novel Indications of known 
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Cytochrome P-950 Isoentya ms : Target for a 
derivatives 

H. Vanden Bos sc he, Been e 
Protection against .chemically Induced skilly 
tumorigenesis by naturally occurring plant 
phenols In sencar mice _ 

M. Das. Lucknow' 
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INVOLVEMENT OF LIPOXYGENASE METABOLITES OF ARACHIDONATE AND 
PLATELET ACTIVATING FACTOR IN MURINE ALLERGIC AND IRRITANT 
CONTACT DERMATITIS 


H. Csat6, T. Rosenbach and B.M. C 2 arnetzki 


Department of Dermatology, University of MOnster f 
D-HhOO Milnater, Federal Republic of Germany 


We have recently demonstrated that a specific peptldoleukotriene 
receptor antagonist is able to suppress the early stages of murine 
experimental contact dermatitis. Further potential candidates for 
mediatlrg cutaneous inflaninatian are other arachidonate metabolites 
and platelet activating factor (PAF) , a highly potent phospholipid 
agent with pro-inflasmatory and chemotactic activities. We have there¬ 
fore investigated the effects of locally applied inhibitors for the 
phospholipase A--arachidonate-5-lipoxygenase pathway and Of antagonists 
for PAF in exparinmntal allergvc and irritant contact dermatitis in 
the mouse. Dinltrofluorobenzene-indueed allergic and croton oil-induced 
irritant contact dermatitis was evaluated by measuring the ear swelling 
in groups of six animals in 5 subsequent days. Both the inhibitors of 
the 5-11poxygenase pathways and the antagonists for PAF were applied 
directly arter elucidation of the dermatitis. PAF and S-lipoxigpnase 
inhibitors were more active than phospholipase A^ Inhibitors.’Reduction 
of ear swelling was optimal during the first two to three days after 


elicitation. The supression was more prominent in the allergic than in 
the irritant dermatitis. 

Our results give supportive evidence for the involvement of the 5—lipoxy¬ 
genase metabolites of arachi donate and of PAF in the early stages of 
■urine contact dermatitis of the allergic and less so the irritant type* 


DEXAMETHASONE INDUCES ENHANCEMENT OF PROSTAGLANDIN I>2 SYNTHESIS AND 
APPEARANCE OF ENDOGENOUS PEROXIDASE IN BONE-MARROW DERIVED MAST 

CELLS. 

MICHEL IS . PTTTON C*- PROST C.\ MENC1A-HUERTA JN* BENVENISTE J * aad 
DUBERTRET L.*. TNSERM U 312. HOpital Henri Moodor, 94010 ONeU-Fnace. *INSERM U 200, 
32 rue det Ones, 92140 Oamart-Franc*. 


Moose bone marrow derived oust cells (BMMC), o bt ain e d from culture of booe mam cells m 
presence ol eoncjvalin A -conditioned medium, have been shown to be fu nct io n ally and ahrastrw. i n f a ll y 
analogous to mucosal mast cells. After immunological stim ula t ion, both cell types very 

amo unts of prostaglandin (PG) Dj. Addition of 1 pM drxamrthasone (DM) lor 24 hr to BMMC culture 

mediu m enhancer PGDj tynthesn n BMMC. ’ ^ 

End o geno us perns idase. an enr rme de str oyed by tdl fiytht, has been mociated with PG tyntfaestt 
In human platelets and mo nocyte* Peroxidase bar been localized in the pen noclew envelope (NE) and in 
Vic endoplasmic lencuhitn (ER) of human monocyte s and co nn e c tive tissue matt cells. 

We studied the i mm u nologic ally-induced synthesis of PGDj mid thealtnstrectural pret en ce of 

perm idase in BMMC treated with I |iM DM for 24 hr and op SO 14 days. 

After IgE sensitization and specific antigen stimulation, BMMC treated with DM far 24 hr andl4 days 
released respectively 2.6 and 7.6 more PGDj than untreated cells, to reach 58-03 E.15 cells 

after 14 days of DM treatment 

Using 3.3 diammobenndinc (DAB) reaction poor to cell fixation, peroxidase was l o c a li sed in NE of 
24 ku-treated BMMC and in both NE and ER of 14 dav-treated BMMC. whereas no peroxidase was 
detected in untreated cells When cell fixation was earned out pnor DAB reaction. Dcr per ox i d as e was 
localized in NE or ER ol both treated and untreated BMMC. 

In conclusion, short- and long-term treatment of BMMC with DM ind uc ed the e nh ancement of 
■mmunokigxally-induced release of PGDj and the appearance of peroxidase localized in NE and ER. A 

change w me phenotype of BMMC toward that of mature connective tissue-type mast ceib ought occur 
under DM treatment. Moreover, our results suggest that endogenous peroxidase, destroyed by cell 
fixation, could be uwolved m PGDj synthesis m DM -treated BMMC. 


jJL 


y 


f * 


s 


/ / M, / * 4 


ib ^^erso 











2501671504 


I 



f* x. - ; 




r. *v~ 


. S 




» . "\ > 




P 




I 


\. _ 


'• %-■■: 


* 


j 


7 % 


BULLOUS ESTOOtt MULTI POME-U1CE BULLOUS PEMPHIGOID INDUCED BY 
VARIOUS PENICILLINS. 

J. Alcalay , M. David. A. Ingber, B. Haiat,N. Sandbank. Depart sent Of 
5« tautology, Beilinson Medical Center. Petah Tiqva. Israel. «. 

In recent years, bullous y—phi gold (BP) has been reported to occur 
following treatment with several drugs. Two young adult sales (aged 16 
and 25) and a SO-yeyr-old wo ma n developed a severe bullous eruption 
shortly after taking procaine-penicillin C. amoxycillin and phenoxy- 
Methvlpenicillin respectively. The patients had high fever, prostration 
and aailtiple erosions of the buccal mucosae, conjunctiva and the gefti- 
talta. Multiple Large tense bullae were scattered on the faces and ex- 
tmitie< of the patients and target-like erythematous lesions were 
noted on the palms and soles. The fitment diagnosis was bullous erytlmma 
mulnforme.in two patients and St evens-Johnson syndrome in the third. 
Direct i—mo fluorescent study revealed in the patients a Strong linear 
deposition of IgC and C. along the detvoeplderma! junction. In the seme, 
IgC antibodies against the basement mem b rane were found in titers Of 
1:40, 1:80 and 1:570, respectively. The histological findings revealed 
tuberpidermal bullae. However, two of the patients had necrbtic kerat ihO- 
cytes or thrombi in the dermal blood vessels^ Complete recovery was 
achieved after treatment with prednisone. No scar formation or recutTBpBB 
of the eruption were noted. Tfte clinical and histological findings of 
our patients/liffer froe those of classic BP and also from previously 
described drug*induced Bf. be conclude that peniciMms can^cause S 
Ilf ^threatening BP-like eruption and that iamtmd fluorescent findings 
cannot serve as t single criterion for detemulation of IF. 


ASSESSMENT OF TH€ DURATION OF ACTldN OF TERFENADINE OR-- 

HISTAMINE INDUCED meals. L Sh all and R. Marks, Department of 
Medicine, University of Males College or Medicine, Cardiff. 

Terfenadme la a selective HI-receptor antagonist which inhibits the ^ 
•kin reaction ’to tntrwdenaaUy Injected histamine within two hours. „ 

Using a single dose of 20. BO or 200 mg terfenadme, a doee dependant 
decrease In histamine weal area in produced which beaches a maximum by 
four hours. With the BO and 200 mg doses, significant reduction of meal 
area persisted for eight hours. Me aimed to quantify the reduction in 
weal area and thickness from 12 to 24 hours following a single done of 
terfenadme. Ten healthy volunteers were given 120 mg of terfenadine OP 
placebo in a double-blind randomised crossover study. 20yg of histamine 
warn then injected^ intradermallj at 12. IB and 24 hrs. The thickness of 
the resulting wea* was measured by an A-scan pulsed ultrasound device. 
The area of the weal and flare was measured by tracing onto acetate 
sheets and using a digitising tablet linked (o a microcomputer. .Before 
each injection, blood was taken for terfenadme levels. The results 
showed a statistically significant difference between terfenadine 120mg 
and placebo for weal area (p<0.01) and weal and fisre area (p<0.01) but 
not for weal thlckrtess (two-way analysis of variance). No difference In 
,the degree of suppression of the**wealing response could be demonstrated 
at the three time points chosen. Thus terfenadine suppresses the wealing 
response caused t>y intradermslly Injected histamine over a 24 hr period. 
It may therefore be possible to use a once daily dose of terfenadine^ 

' rim, Itotfjcation $£L 
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hours 


Terfenadine 

Placebo 

Terfenadine 

Placebo 
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D.P. Conner, Bet heads V 

Antiandrogens: novel indications of known 
H. Wendt, Merlin 




12.35 

12.69 

12.65 

s 

" *•« N J'.. _ f*- ^ 


Poster Award 


Closing reawfks 

End of the meeting 




'i \ * V - r i ’ ‘ i 


W " 




* - f 


i i.» . 

*■ r*. i ~ r f T.: 


. 0 ' 


■T: •- 


-.i * .■ • •> „ 


Jh ~ ** i f ■ ■ ; 1 - \ 

• -. . ... ’ ► 




:r ^ ■ ** -T <*• > ’fOf ** r* " JTj/ 




- 1 • • t m ^ . •< - r- .. . r i i * f; *\ > : > fr.i 1 , ,• -- r 1 




Source: https://www.industrydocuments.ucsf.edu/docs/lyhl0000 



/t, fN(<rso 










2501671505 



J.ft. Glbuon, J.E. Hough. F. Marks. A. Webstar 
lilteportntOMt end proprietary dilution of corticosteroid olnUeentt 
• practical constoerations concerning p ot ency 
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B. Laaibrey. W. Scholia. M.H. Daniel. N. Kelt. H. Scha efer 

Sfcfci permeability using fiyt fr acorti e one lotion in two dera t et o s li aeodelf 
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C.N. He na by. C< DeitKiuM, F. Vaigot. J. Bellly 

'"ha effects of entl^mneaMeetory agents on oedew and DMA synthesis 
Induced by t?-» - totraoe ce noyiphorboM3-ocetate m the guinea pig 
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A* Chatelus. i. f arra c ln. C. Detain. C. Hensby 

The •rhino amuse" Model for the essay of c oemdolyttc activity of agents 
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UtM in mi IfWtJWfii Of 0C9I0 _ 




M. Boucher. A. Joawrd, J. Eutteche. N. Kail. 8. Shroot. C. Ha ns by 
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Control of aniami vari a bl es m the tape stripping andsf of ornithine 
decarbaryftese Induction m hairless rat 


G. S l o gan th a l er. J., Gasith. 8. Shroot. i. Eustacha, 0. Watts. J.li 


Ouontibtion of CRABP In huaan tpkhrait. Comf 
using retinoic ecfb and a stadia retinoid (CD27t) 


J.U 


• BUT* Cavey. C. Daiescluaa. 2. Eustacha. 
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J. Oatlth. 8. Shroot 
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C. Kohen. J.P. Reyftaaann. F. Morliere. 8. ! 
W.F. Mangel. L* Dubertret. J.G. Hirschbarg 
M i cr os p ectrch u oro w tric study of porphyrin \ 
living tails 


Santus. C. Kahoii. 
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| M1CROSPECTROFLUOROMETRIC STUDY OF PORPHYRIN PKJTXSBENSmZATION ON 
SIMPLE UVtNG CELLS 

E. KOHEN l , J.P. REYFTMANN^ P MCyLfER^* . R. SANTUS 2 . C KOHEN*. WJ=. MANGEL 4 . 
U DUBERTRET 3 and J G HIRSCHBERG 5 

1 University of Mianu. Department of Biology. FOB 249.118 Coral Gl|let, FL 33124. USA: Museum 
| Natxaul (THtsiotfe Narur^Ue. Labnratotrt <te Phnco-Ctamie be f Adaptation BioiogtqBC. CNRS-U A 481. 
*43, rue Cuvier. 7523 L Parts Cedri. France; ^HOpital Herm Monbor. INSERM U 312. L ibofo ut? ie 
Domaaok>(ie. WIO Creteil. Prance.; ^Hrookhaven National Laboratory. Biology De pa r tment Upton. 
NY 11973. USA and ^Um vers tty of Miami. Depanment of Physics. FOB 248.046 Coral Gables* FL 
33124. USA. 


The n o otp e w fl aoro i einc technique «a ased to invest iga te the phoma emmz a tu i of smgte living 

cell (L cell fibroblast*) by,either lipophilic or hyd r op hob ic porphyrin*. The formation of fluorescent 
lipqfmun like pigment* (hmn«^XJ nmj implying taptd peroxidation n shown to he a primary effect of 
the porphyrin phnaaeniituatian of membranes. These fluorescent product* are also i te med in the dark 
when cell* are preirradiated in the presence of the photosemmzer. Membrane al te r at io n* are also 
d em on stra ted at the level of tysoaomes. 

P er me ation of lysosomal m em bran e * ts illustrated us mg fl uo rogemc substrates far ^gtlactosidase or 
peptidase. This permeation as well a* hpofuscin like pigments tormauon are preven t ed or retarded by 
polyene* such as crocrtin or dgason. However (he lysosomal me m br ane perm ea tion ts not inhibited by 
chloroquine. • lysosomotropic brag. Metabolic alterations photosensitized try porphyrin were also 
observed The irocnwnjectian of malate or 6-phosphogkneonate to photosensitized cells demonstrate that 


both Kreb s cycle and pe nt o s e pathway ae altered. as shown by the transient charges in the NADCP)H 



IN VITRO FHOTOSENSmZTNG FROPERTtF^ DF KHELLIN 
P MORLtERE *. G HUFFY. 0 , R SANTUS. and L. DUBERTRET". "TNSERM U. 312, Dermatology. 
Hopital Henn Mcmddr, 94010. Crtteil France - “Museum National (THistotre Nararelle, Labooaoire dl 
HryucoChtm* be 1 Adaptation Biologtque, CNR$*U A 481,43. roe Cuvier, 75231 Flris-Cedex-France. 


Khellin. a cuitent coronary vasodilator, exhibits beneficiabp ho ttwe ns itmng properties a the skin 
level, m treating vitiligo tor exampte.'lis chemical s tru c tur e closely resembles the psoralens structure and 
therefore one might suspect khellin so exhibit some in vitro photosensitizing properties of psoralens. 

In aqueous solution, khetlm is much more soluble than most psoralens but exhibits lower absorption 
properties in aqueous aredium. UV a maximum ts found at 337 mn with a molar extinction coefficient of 
about 4200 M^cm* 1 » 

Equilibrium dialyses show that kheDin complexes with DN A with an affinity ccaawt of 2000 
nod 3 binding sites per 100 mfcteotxles. which is lower than that found for 5-Methoxypwralen for 
example. 

Cross!mkrng so DN a was investigated by measuring die percentages of non rrhuur a t i n g fraction in 
irradiated DN A khetlm complexes or irradiated DNA-5-methoxypsoralen complexes with respect to DN A 
alone The results ckarty show that kheUtn does not behave as a btfunctions* agent, in contrast to wh* is 
observed far VMethoxypsanden. 

Type 11 and type 1 photodynamic properties were investigated with His and Tip as substrate* 
respectively The Hi* photo s en s itized axidat»o*^quantum yield is about 8x10*^ while braises 1x10"** 
4x10* 3 and l.8*Kr : and for 3*Methoxy. 8-Methoxy and psoralen respectively 

Tliis illustrate* that khellin i* a poor type II photosensitizer. The Trp photosensitized oxid a tio n 
quantum yield is about lx lO'* which is low c omp a red to the one obcairlerf with VMethoxypsoraJen as 
p hot o a ens mm. e g 5x10* 3 Khellin t* therefore a poor type I phntntensituer too. 

In cone fusion, m view of its skin photosensitizing properties and its very poor in vitro ph oto s ensitiz ing 
properties, khellin appears to be • very interesting chromOfrhore. It may be (bought to offer peculiar 
mechanisms for its tktn phosoaemuumg action. 
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NONtNVASTVE ASSESSMENT OF AN ANTTESORIATTCTHERAPY (PUVA) 

w SOiALLA Si L DITF.II> 

CENTRE INTERNATIONAL DE RECHERCHES DERMATOLOGIQUES (COtO] 
SOPHIA ANTIPOUS. F-OftVtf VALBONE CEDEX FRANCE 


Some effects of an a nopsnrunc treatm e nt have been mvesf^swd using non j jyiBye 
fntmrtnrnts on wvolvrd and onmvolvrd skin of pwrunc patients inpYf) • The 
parents wrrr divided Into two group* according to the location of mea su rr m e n t L w hich 
w h e re done either on the f o re ar m <n- 10 > or on the lower limbs (n *71 Skin blood flow 
(SBFi was me asur e d by the Laser Doppler technique (PERfFLtrXR, Beri me d . 
Stock holmI. transcutaneous otyftn p r ess ure (trpO^l by steady state gas diffusion 
(TCMZ Radiometer* Copenhagen), and trapseptderrmi water, 1 ms. ( TEWL) by gra dient 
humidity detection (Evaponmeter IP. Servomed. Stockholm) . Each p arame ter wtft 
studied as an absolute value and was also calculated as rhe ratio of the value of involved 
to um n vohfed tkm m o^per to elimin ate phrnolopcal vanatxvts over time . h addition, 
visual as se ssm e n ts we r e gr aded using a score system ( 1 - 4 ) _ 

.On the forearm, the P aram eter s returned to omirvoKad level durm j %i e imiff i em hi a 
non-linear fashion . SBF needed more time than the others to retch the level of 
tutiffvolved tkm . The icp02 at 3?°C was correlated to TEWL as measurement of skin 
peimeaNhty . Br*h dexreased rapidly in the first three weeks of tre a t m e n t in a linear 
manner and somewhat slower thereafter The tcp(>2 at 44oC starting from.a decre ase d 
ratio behaved differently After a plateau until the 9-! l*h session, it ret u rned abruptly to 
opinvotved value The low values of tcpO? on psoriatic plaques could he explained by 
two main assumptions either by an increase of 02 consumption or by a diminution in 
Wood flow in iesional skin leadfhg to a larger aytrno-venous difference in p02 - For that 
purpose we have undertaken SBF measurements at 4An£ The results show that SBF is 
always higher on the *r\ions and thereby confirm the first assumption . Good 
correlations tr > 0 9> were found between, the parameters and the visual assessments, 
except w*ih tcpsJ£ at 44oc On the legs, an identical evolution could be observed for all 
parameters . The data Xere mere dispersed (greater SEM> and the ratio did not reach 
units within the same fn eat mcni period This fact was probably due to the longer time 
needed to obtain rerasworn on psoriatic leskm* on lower lirnKs . 




P. Morliere, G. Huppe, R. Santus, L. Dubertrwt 
In'vitro photownsititing properties of/fchefNn 


J. A lea lay, M. David, A. Ingber, B. Ha taz. M. Sandbank 

Bullous erythema mult I forme- 1 ike bullous pemphigoid induced by various 

penicillins 


L. Shall, R, Marks ' 

Assess m en t of the duration of action of 


pnviviiiw mouccu 


L. Michel, C. Pitton, C. Pros!, J.M. Men d a-Huerta, i. Benveniste, 


L. Dubertret 


Devamethasone induces enhancement of prostaglandin D 2 synthesis 
and appearance of endogenous peroxidase in bone- ma rrow derived 
mast calls l 


M. Csat6, T. Rosen bach, B.M. CtamattftU 
Involvement of lipoxygenase metabolites of i 
activating factor in aiurine allergic and irri 
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and platelet 
di rm^ltis 


A, Bernd, H. Hoizmann 

A novel molecular effect of dithranol affecting gene 


- expression 


C. Lebreton, B. Coulomb, R. Miglttrina, X. Ronot, L. Dubertret 
Evaluation of human epidermal proliferation and differentiation in vitro 
by flow cytometry analysis 


R. Niedner 


The affect of calcium on the granulation process 


V.A. Ziboh, C.C. Miller, A.D. Jones ~ 

Guinea pig epidermis synthesizes IS-hydroxy-S, 11,13-Eicosatrienoic 
acid (l5-OH-?0:3n6) from dihomogammalinolenic acid (DGLA): A potent 
Iipoxyg*nese4nhibitor derived from dietary primose oil 
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CONTROL OF AKIHAL VARIABLES IN THE TAPE STRIPPING MODEL OF ORNITHINE 
DECARBOXYLASE INDUCTION IK HAIRLESS RAT. # 

M. bouLixf , A. JcMurd. J. Euslache, K. Kail* B. Shroot and C. Hensby. 
Centra International <te Recherche* Dermatol of iques, SophU*Antipolu, 
Q6560 VALBONNE. France. J 

V 

In mouse ilin, anti•proliferative agent* including retinoids and 
enthral in inhibit induction of ornithine decarboxylase activity by a 
varietv of hypefpro!if erayrvm^ stim ul 1. Recently me published the assay 
of ornithine decarboxylase in The hairless rat epidermis after tape 
stripping for a rapid/evaluation of new retinoids (J. Pham• Method, 
lb, 151*160 19h6). /in order to minimize experimental variability 
introduced by the a/imal in cmr mpdel me examined a number ol animal 
parameters using a single lot of 50 males and 50 females aged from 4 to 
11 meets, hatr development mas more pronounced in males, with two 
"regrowth" periods [observed in both sexes, the first period at 6*7 
weeks and the 'second period at 10*11 meets. Stratum comma thickness 
mas not signif leant llr changed either between males and females or as a 
ifuncti^** otAge. Stripping efficiency mas best in females aged 7,-1] 
(weeks. lndHfttop~of ornithine decarboxylase activity In the cpidenaix 
iwas much reprOdtlcidle inter animal m females. Results obtained 


signtfleant 1 
St 

nu^Klop -of 
i JP^ r e pr O < 


(with retinoic acid in^ 
I rats aged b weeks hav^ 
from one experiment to 
need to be well st 
comparisons. 


large number ot subsequent tests using female 
•given improved end very reproducible results 
N ^nother. Our results shtw that animal models, 
iMh^Md to permit valid ‘ ptmimeoleudu 
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QUANTITATION OS CRABP IN HUMAN EPIDERMIS . COMPARISON OF 
RESULTS USING RETINOIC ACJD AND A STABLE RETINOID <CD270). 

G. S ictcnihalcr 1 . J. Guithi, B Shrooti, J. Eustachci, O. Watts2 and J.H. SurBL 
iCjkniqur de Dermbtolofic, Hoptfal camondi U m versiuure. 1211 Geneve -4, 
Switzerland and *Centre International de Hecherches OermatolofUfyes (CIRD), 
Sophia Antipohs. Valbonne . France. 

The cytosolic rrnnoic acid binding protein (cRABP) is assumed to mediae (at 
least in part) the -biological or therapeutical activity of retinoic acid (RA). The 
. importance of bus binding protein is further emphasized by the fact that cRABP 
concentration has been shown to be altered in reunoid-responsive skin diseases tod in 
(*s£s of abnormal differentiation. There is evidence to suggest that thp ar&otnr of 
cRABP in the skin can hec^rvatcd by retinoid therapy <up-rrgulanon). 

The amount of cRABP is usually quantitated by binding assay. RA has been teed as die 
radioactive ligand, though it is sensitive to light and oxidation and its use tfatg 

employmentspecial precautions such as die inclusion of anti-ootidants. working in 
dimmed o» actihic light and storage under an men atmosphere. 

Recently, a new retinoid4**s been proposed as a RA subsmute for binding ID cRABP. 
The new retinoid (CD2?0) ts a subsntuted benzof bJ-thkjphenecarboxybc acid 
derivative, was developed at CTRD and ts available now as a tntiatod derivative. 
CD270 was shown to bind to cRABP and to have affinity and speafkamdlittilar to Chat 
of rennoic acid This molecule, which contains no defmic double boBSK. is chemicatty 

stable and ts unaffected by light or atmospheric oxidation. _ 

Using fAGE and charcoal-dextran techniques, we have shown that CD270 binds 
specifically to cRABP horn human epidemus. A higher level of cRABP was measured 
with PHI-CD270 (13W- 4 pmoDmg protein. n*5>as co mp ar ed with f3H]-RA (5.6 ♦-/- 
2.2 pmol/uig protein: n«5). The 1C 50 of CD2^0 ws« found to be identical *> that of RA 
PAoE-immunoblotting shows that CD270 his uo affinity for plasma retinol btm^pg 
protein (RBP). The latter may be present as a contaminant in skin homogenates, and 
binds retinoic acid to a considerable extent. ( 

These results suggest that CD270 binds to cRABP with the same affinity as RA. Unlike 
RA. however, it dor« not Kir*H «« RBP'and is easier to handle then RA. 
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THE EFFECTS OF ANTI -1NFLAHMATOR Y AGENTS ON OEDEMA A^D DNA 
SYNTHESIS INDUCED BY 12-O-TETRADECANOYLPHORBOL-I3-ACETATE 
IN THE GUINEA PIG. 

C.N. H ensby* C. Deieacluse 2 y*P . Vaigot 2 , and J. BatUy 2 , 
* Depar- Experimental; Pharmacology and Toxicology, 
2 Cell Department, Centre International de 

Recherchi^^MrmatoioQiques (CXFp), Sophia Antipolls, F- 
06S65 ValWHhe, FRANCE. * 

Inflammation and hyperplasia are frequently associated 
in akin diseases. In. order to verify this relationship, we 
studied the antagonistic effect of different classes of 
anti-inflammatory agents on thp inflammatory and hyper* 
plasiogenic responses elicited by "one topical application 
of 12-0-Tetradecanoylphorbol-13-acetate (TPA) to the ear of 
the guinea-pig. Oedema and DNA synthesis were chosen as 
relevant parameters. 

Hydfrocort none, betamethasone-17-valerate, quinacrine, 
ETYA, mdomethacin, and, phenylbutazone were applied 
topically The oedema was estimated according to time by the 
ratio ear weight^ear surface. At 24 hours after TPA 
-.treatment, the nomber of cells m Gj , S and Gj phases was 
measured by flowcyt©photometry. The percentage ‘of cells in 
©2 * S and 63 phases was estimated by planimetry* 

All anti-inflammatory agents tested signlf icantly 
inhibited DNA synthesis induced- by TPA.' Moreover, all 
compounds except quinacrine and phenylbutazone also 
inhibited oedema formation. In conclusion, our results 
demonstrate that while oe d ema and hyperplasia are 
frequently associated, this is not always the case. 


Tftt 'TtHIWC MOUSE" HOD El FOF THE ASSAY OP COMEDOLYTIC ACTIVITY OF 
AGENTS USED THE ‘TtEATKEVT OF ACNE. 

A. Chaf lux . T. Ferracln, C. Da lain and C. ttmnsby.. 

Centra International da Sarharchaa Derm* to L of 1 qua a fCIED) 

Sophia • Ant lpol lx. 06,'S65 Valbtmn*, franca. 

Savaral a*partmental modal* including tha rhino «oum* hava baan 
developed for tha 'he raan 1ng of topically aettv* comedolvtlc aganta. 
Tha rhino aousa (hr hr hr hr ) i* allallc to tha aor« familiar amooth 
skinned halrlaas (hr hrl varlatv and vhoaa akin praaantt a high 
density of spontaneous c o ma d onaa vhtch ap^aar of histological aactlona 
•a cyatlc formations. 

To standard1as this modal, we hava parforead doaa response curve■ with 
topical all-trans-retlnolc acid and benzoyl peroxide. Test aganta vara 
applied to tha dorsal trunk once dally, on a 5 day/vaak basis for 3 
weeks. Skin biopsies obtains* at 1. 2 and 3 weeks, vara aactionned (3 
urn), fixed and stained with KPS ^Hematoxylin, Phioxyn and Safran) for 
examination by light sicroscopy. Free each blopaia 3 sections ware cut 
at a ISO um Intervals. Usage Analysis was performed with a E0NTK0N 
NOP" VIDEOPLAN linked to - a digital table and TV monitor. Various 
parameters wars analysed including tha number of open and epidermic 
comedones, tha "Comedone Prof i la” described by C.BONNE 
(Int.J.Cosm.Scl.1981, 3, 23-28), tha nunbar of darmic cysts and tha 
variation of epidermal thickness. Treatment with ail~trans~rettnoic 
acid (0.3 ; 0.1 ; 0.03 and 0.01 X) and benzoyl peroxide (10 X) ware 
found to Inc rasas the epidermal thickness and to dac rasas the. number 
eplderm ic comedones. Treatment with retinoic acid laads to a cleaning 
of the akin due to comedone expulsion and to a modification of tha 
dermic cyst population. With benzoyl peroxida, tha darmis shoved a 
thickening, probably due to oedema formation and as a consequence tha 
pseudocammdonea vara squeezed into elongated column like shapes. J^is 
simple and accurate assay can be rtcomiended for the evaluation of . 
other comedolvric scents used in the treatment of Acne. 
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Ant 1 cart 1 nogenes Is: # Possfb1 11 ties Tor modulation of Initiation by Modu¬ 
lation of metabolIs*. i 

F. Oeseh, Institute of Toxicology, University of Mainz, Obere Zahl- 
bacher* StraBe 67, D-6SOO Mainz 

The chemical species Irsnediately responsible Tor ^itiation is usual¬ 
ly controlled by activating, inactivating and precursor < > 6e<ftiestering 
enzymw*. Onq^of the structural elements which are widely occurring In 
very many cnAmjcal mutaqens and carcinogens are aromatic and-olefinic 
moieties. Tneye can be transformed into epoxides by microsomal monooxy¬ 
genases. Suchepoxides may spontaneously react with nucleophilic cen¬ 
ters in the cell and thereby covalently bind to DKA, RAA ana protein. 
Such a reaction may lead to cytotoxicity, allergy, aiutaqemcity and/or 
carcinoQeViici ty, depending on the properties of the epoxide in question. 
An important contributing factor'll the presence of enzymes controlling 
the concentration of such epoxides. There are several microsomal tiono- 
oxygenases which differ in activity and substrate specificity. Kith 
large substrates, some monooxyqenases preferentially attack at one spe¬ 
cific site different from that attacked by others. Some Of these path¬ 
ways lead to reactive products, others are detoxification pathways. 

Also important are the enzymes wpich metabolize epox'ides. Such as ep¬ 
oxide hydrolases and glutathione transferases. SUch enzymes can act as 
inactivating and in some specific cases also e c co-aetivating enzymes. 
Moreover, precursor-seouestring enzymes suen as dinyorodiol dehydro¬ 
genase, giueuronosy 1 transferases and suIpnrtransferases are important 
for the control of reactive epoxides. These enzymes theme>ves are sub¬ 
ject to control by many endogenous and exogenous factors, by virtue of 
their contribution to the control of carcinogenic Metabolites Such Mo¬ 
dulators can be used experimentally to investigate the role and rela¬ 
tive importance of various carcinogen-metabolizing enzy«es and can $lso 

act as modifiers of initiation, . , * 

« ’ ■ 
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ANTICARCINOGENS AS AN APPROACH FOR SKIN CANCER PREVENTION. 
Hasan Mukhtar. Departments of Dermatolojy. Case Western - Reserve 
Uni versity and Veterans Administration Medical Center, Cleveland, OH, USA. 

There is increasing interest in identifying naturally occurring as well as 
Synthetic Chemical agents that may be capable of substantially diminishing the * 
tumorigenic potency of selected known carcinogens. Such chemical agents are 
known as anticarcinogens. Polycyclic aromatic hydrocarbons (PAHs), Of which 
benzo(a>pyrer>e (BP) is a prototype, are, ubiquitous environmental pollutants 
and are known skin carcinogens. PAHs are not carcinogenic themselves but 
require metabolic activation of the parent compound to highly reactive dioi- 
epoxides, the DNA binding of which correlates with tumor risk. Metabolic 
biotransformation of PAHs is carried out by a series of enzyme reactions 
catalyzed by cytochrome P-V50-dependent aryj hydrocarbon hydroxylase 
(AHH) and by epoxide hydrolase. ♦ Knowledge of the importance Of these 
pathways in the initiation of PAH carcinogenesis has led to the suggestion that - 
nontoxic inhibitors of AHH activity and/or subsequent macr©molecular binding 
ol the ultimate carcinogenic metabolites to DNA may reduce PAH cancer risk, 
tte have shown that a series of naturally occurring plant ph e nols including 
ellagic acid, tannic acid, myricetin, quercetin, enthraflavic acid, g ree n tea 
polyphenols, silybm and nordihydroguaiaretic acid and synthetic imidazoles 
such as clotrimazole and ketoconazole,are potent inhibitors of the metabolism 
and/or DNA-bmdmg of model PAHs. Pretreatment of the skin with selected 
topically app'sed agents affords varying degrees of protection against BP, 
benzo(a)p>Tef>e 7,6-d 10 I (a precursor of the ultimate carcinogenic bay region 
diol epoxide metabolite of BP) and DMBA-tnduced skm tumorigemcity assessed 
in a standard initiation-promotion protocol and against 3-methylcholanthrene- 
induced skin *urnorigemcity assessed in a complete carcinogenesis protocol.. 
Tannic acid has been shown to possess exceptional activity in this regard. 
These observations suggest the exciting possibility that the addition of 
anti carcinogenic substances to cosmetic products, soaps and medications may 
dimmish the risk of envir&mentally induced human skin cancer. 
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FIPERTHfHTAl MULTISTAGE eARCfHOGFHEStS: m BASIS FOR THE 
DEVELOPMENT OF HEW CONCEPTS IN CANCER CHEMOPREVENTiON 

F* Habits and 6. Fu-*tenberger. Deutsche* Krebsf orschungsientn*, 

\m heuetiheimer fgld ?S0, D-6000 Rpldelberg (F.R.G.) 

% 

The multistage approach of experimental caecinooenesl* In House 
ikln - consisting of the staoes initiation, conversion, promotion 
end saliqnant p-ua^essior - *s character rec by the subsequent de¬ 
velopme n t of epidermal hyperplasia, non.autonomous ana autonomous 
papillomas, ana carcinomas. Progression to tne malignant state 1$ A 
late ana low’yielo ever;, wntcn oepenas on the p»*e-existence of pa¬ 
pillomas. Papilloma eeve‘Opment is induced bv chron'c hype^plaslO- 
genic stimulation (promotion) of sun ^ich has previously unoergcse 
initiation ana conversion. Conversion is achieved bv a single treat¬ 
ment of skin w*tn certain aoents such as the phorbol ester jPA (or by 
mounding) before or after ir*tiat*on. The converted state of skin, as 
Characterised by increased p*omotah 4 lity, is slowly reversible. If 
prcmiotion is 4 nh1bned o* interrupted before autonomous papillomas 
appear, the progress of skin timKi"i<jenes*s eth«bHs a high degree of 
remission. A prevention of conversion or promotion, or in interrupt¬ 
ion of promotion Thus bring cancer development to a halt* although 
the initiated state is virtually irreversible. 

Conversion and promotion are inhibited bv inhibitors Of the ae®- 
Chloonic acid cascade (cyclooxygenase as we^1 as lipoxygenase path- 
may), retinoids ana corticosteroids, promotion can also be prevented 
by antioxidants and inhibitors of protemnnase C. Especially powerful 
antipromoting agents are the cyclosporins, regardless of tewtner they 
exhibit immune suppresslye efficiency or not. 


i rM 


j ee n e M C W cgcsiSi f w it sw rEcri v E hxe of frunin. k,a, EathaX , 

Department of Dermatology, Harvard Medical Schml, Boater* ,KA, USA* 

Ttwre nr© a nf v*»ll dccOT mt ed clinical and experimental 

efamervatima tisat indicate the chronic effect* of exposure to WR cause* 
nomBlancm and melanrrvi ax in cancer in tair^cinrerl indivuefesals Of Skin 
TYpes 1 * III Mhn bum maailv and tan po o rly or minimally. The 
r era artc able rmaiatance of piqmerrted aXin (Type TV - VI) to the 
carcinooeruc effect* of Wfc x% related to melanin. The type of* wmlgnjn 
l«aneLanin and not p ft txam* Ianinl and m'a munt and diatriPutim in the 
humn epidermis is the ainqle mnat i mpo r ta nt tactor in the protection of 
human mlcin maainst WR carcinaoenesis. A nuroer at plausible mecJvtniaBi 
have b ee n p ropone d to explain its protective effect. Melanin is not an 
antiC Ktu tme n ic or anri-orrxrr»tinq agent; it is a protective binpolyner 
dimtributorf m the basal and m^TraOasal Layer of epidemic in a 
particulate tom as melanom a w ms and as colloidal p acro ca D locular fed 
dispersed in the nalpuh* ui oells and wtratun corntun to act as: 

(l) a filter that abenrtv* harmful radiation and attenuates the inpinging 
radiation by rtmorptinri, scattering, and subsequent dissipation of the 
absorbed energy as heat; (2) an absorber of WR and acting a re floa t 
system in the cellular axidatirrh-rerturtinn reactim; (3) as a stable 
free radical that regulates the electrcrv-transfer processes; and (4) *8 
a pseudo disnutiime that acts as a scavenger of superoxide anion 


gen e r a ted by WR. In living ceils of htyran j&Xin M WR causes dvnage to 


tKA and generates reactive O and free radicals ( CL, O', ‘Cli, and H^O-) 
that damqe ceil itsxrbranes, essential enzymes, and CTircroecires. MelAnfn 
by means of Its capacity to undergo iirmediate aexidaticr^reduction 
reactions protects that welanized epidermis against the reducing and 
oxidizing crxttitions resulting frnr the generation of reactive O 
species and free radicals. One a d vant age of W exposure is the Induced 
R e sponse .(thfefcened strattn comeurn and increased re Lanin I that confers 
pro te c t ion against the effects of su bseque n t exposures. 
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EXTEMPORANEOUS AND PROPRIETARY DTIXTTOff OF CO R TICO S TEROID OIKTHESTS - 

PRACTICAL CONSIDERATIONS CONCERNING POTENCY. 

J . R Gibson . J E Hough, P Harks and A. Webster. Skin Department, 
Th* London Hospital and Ualleotw Research Uhorat tries. Bent, England. 

It has b#«*n demonstrated recently that the -human vasoconstrictor 
assay, ' with suitable refinements, may be used to predict with 
reasonable accuracy the relative clinical potencies of cortieosteroig 
preparations In the treatment of human disease end that Its utility 
goes' veil beyond that of a crude model for the selection of potent 
corticosteroids for clinical use. The aim of this work was to define 
dose response curves for serial dilutions of *two commonly used 
corticosteroid ointments In order to provide general guidance 
concerning the degree of dilution needed in order to achieve changes of 
practical significance in corticosteroid ointment potency. * 

Readings of the human vasoconstrictor assay using three independent 
scorers were obtained at interval* over a . 4.hour period for serial 
dilutions of clobetasol propionate 0.054 (0*enervate) and betamethasone 

valerate 0.14 (betmrvatt) ointments in their ... diluents in 

two separate studies. 1 

The dose response curve generated for the clobetasol pfoplonave 
ointment series indicated clearly that there fte a threshold point 
beyond which significant concentration increases produce relatively 
small changes in potency. The results from the betamethasone valerate 
ointment aeries yielded similar data. 

Our conclusions are that ft is unlikely that dilutions of one part 
In three of many marketed ointment formulations will yield changes of 
practical significance and, at a “rule of thumb", dilutions of at least 
one part in tour are needed for clinically detectable changes to oecur. 
Clinicians should be svare that some currently used proprietary and 
extemporaneous dilutions of cortleosterold ointments are likely to have 
virtually the same clinical potency and adverse affect profile as the 
original preparation. 


LAMBREY B.. SCHALLA W., DANIEL M.H.. KAIL N., SCHAEFER H. 
Centre International de Reeherches Oermatologiquea (CZR0). 
Sophia^nelpolia, 06565 Valbonne, France. 

SKIN PERMEABILITY;USING KY0ROC0RTIS0KE LITTON IN TWO 

v DERMATOSIS MODELS* 

To study skin permeability, two experimental dermatoses mere induced 
in hairless rats that produced try eellotape stripping and that 
invoked by dietary essential fetty acid deficiency (EFAC) . 

A hydro-alcoholic lotion of 1 % hydrocortisone (KC) labelled with C-14 
was applied to a 4.5 cm2 Brci on the back under occlusion . Animals 
were sacrificed at different periods and eerum concentrations of HC 
and its amtabolites were determined. 

Two pharrscokinetie parameters mere calculated :tbe maximal 
concentration (C***) end the tlam to obtain this maximal value (T-**) 


value 


In stripped rata, the C*** <15 X 10~ 7 H> was about 100 fold higher 
than the value observed in control rats . A large difference in 
values was alsc noted between the Stripped rats (T„ t , * 20 minutes i 
end the cortroIs (Tp,,. - 4 hours)/ 

Xn the EFAD rats, the CL.** (3 X 10* 7 It after 7T days on deficient diet 
and 1 X 10~ 7 M after 22 days) was about 20 and • fold higher 
respectively, than the mean control value (1.3 X 10"® R) In this 


model, however 


(about 


v>>v ^ lauvwk j hours) was guite similar to the 
control value (4 hours) 

Our results underline that the homy layer barrier is primarily 
responsible for regulating the penetration of HC . When this barrier 
1s removed, molecules penetrate - and are resorbed quickly and 

massive I v . When this function is only disturbed as in EFAT> rats, 
increases relative to the degree of deficiency whereas remains 

nearly unaffected . ' 
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CNENICAl CARCINOGENS AS CONTACT SENSITIZERS IN NICE. 

Craig A. Hmet s and Jay C. Kleaow, Department of Dermatology,^ 

Case Western Reserve University, Cleveland, Ohio, USA. 

- Induction of skin tuaors In alee by the applIcatIon of polyaromatic 
' hydrocarbons to the skin has been widely used to study mechanises of 
Cheateal carclnogenes1s. Host stategies eiaaining the role of the 
Immune systea In this process have focused on imnune responses of aict 
to the resultant carcinogen-Induced tuaors. The purpose of this study 
wks to exaatne the cel 1-mediated 1amine response of adult C3H alee to 
two carcinogenic PAHs, dimethylbenzanthracene (DNRA) and benzo(a)* 
pyrene 8(a)P, In order to provide a basis for examnlng the partlclpi* 
tlon of the immune systea in the Initial stages of chemical care 1 no - 
genesis. Allergic cwitact sensitization could be produced by 
eplcutaneous application of either OHRA or BaP under occlusion to the 
shaver abdoaens of naive aice. tar challenge of OHRA-sensttized vice 
with DHEA produced a significant ear swelling response when compared 
to nonsensitired controls (11.6 ♦ 1.5 x 10“^ vs. -0.5 ♦ 0.6 X I0“3 cn), 
BaP Challenge of BaP*sensIttzed and non-sensitized aice produced a 
coaparabie pattern (9.4 ♦ 1.5 x ICT^vs. *1.9 ♦ 0.2 x 10“oca). 
Histologic sections of challenged ears treat sensitized aice revealed 
an extensive mononuclear infiltrate consistent with a cell-mediated 
immune response. Dose-response evaluations using OHRA revealed that 
optimum sensitization occurred using 10D ug 0H5A. Both higher and 
lower sensitizing Ooses elicited lesser responses. A smllfr pattern 
was observed for BaP. This systea in which PAHs are both carcinogenic 
end contact sensitizers provides an excellent model in which to 
evaluate the interaction of cel 1-mediated laaune responses to cheetctl 
carcinogens Curing the Initial stages of tumor induction by the seat 
cels. 




CU RRE NT DEVELO P M EN T S IN DIAGNOSTIC OP DRUG ALLERGIES AND 
PSEUDO* ALLERG IE S 

A.L. de Week » W.J. Plchler, R. fritieche, P. Ruff# Institot 
fur kTinTiche Jmmunologie, Inaelspital Univereltiit Bern 

In vitro teata % for the diagnosis of drug allergies end 
pseudo-elLergies have remained and still are a difficult 
and -unsatisfactory area "of clinical allergy. Among the 
reasons responsible for this state of affairs arei the 
problem of identifying the complete drug-protein carrier 
allergens formed in vivo, the genetic conditioning of 
allergic responses to drugs, the questionable role of IgE 
and IgG antibodies to drugs, the difficulties in detecting 
cellular immune responses to drugs. 

In recent years, various serological techniques have 
been used and compared for the serologic detection of IgE 
and IgG drugspecific antibodies to 6-lactam antibiotics# 
Sulfasides, pyrazolone derivatives and myorelaxants# among 
others. These results will be briefly reviewed and dis¬ 
cussed. Por assessment of cellular responses to drugs# 
basophil degranulation tests, lymphocyte transformation 
tests and the determination of some lymphoktries, such as 
the leukocyte migration inhibition factors (LID have been 
mostly in the forefront. The development of additional 
tests such as histamine release, the procoagulant test# 
lymphocyte and platelet activation test, as well as newer 
techniques enabling to detect cellular activation at the 
single cell lgvel will be briefly presented. * 
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CYTOCHROWF P-4SO ISOZYMES : TARGET FOP AZOLE DERIVATIVES. 

H. Vender) Bossche , 0. Bellenu, G. Willewsens, P. Marleh*!. Labor a tory 
of Comparnti ve Bi oehemistry , Dept. Life Sciences, Janss en Pharmaceutics, 
B-234D heerse, Belgium. v 

An amazing number of H-substituted imidazole and triazole derivatives 
mre snttrunpals of u«e in plant protection, veterinary and human 
medicine. Their antifungal activity sight originate from interactions, 
at rwnonolar concentrations, with a cytochrome P—4bO (P-450) involved in 
the ia-oemethvlatlon (C-32 demethyiation t of lanosterol or ?4 methylene 
d 1hydro1ano*tero1. This la a key step m the biosynthesis of ergosterol* 
the main sterol in yeast, fungi ana some protozoa, e^g. Leisnmania . At 
higher concentrations than those required for antifungal therapy, the 
azoie antlfungaia also mterlere with the C-32 oemethyiation of 
lanosterol in mammalian cells. Some of the inoazoit derivatives (e.g. 
ketoconarole), but not the triazole oenvatives ie.f. ltraconazole) 
investigated so far, interact atJbign concentrations with some P-450 
isozymes and P—4bo- oc pendent pathways in tertia, adrenals, liver, kidney 
and skin. The effects of high ooses of ketoconarole (ketoconarole HD) 
on the testicular P-45t>-oependent 17,20-lyase are of ape&lal interest. 
Indeed ketoconarole HD inhibits androgen biosynthesis. This property 
makes ketoconarole HD a suitable candidate for the treatment of sorr.e 
androgen-oepenaent diseases.. This finding was certainly at .the onset of 
an intensive search for selective effec t ors of P-450 isozymes In 
microor g anisms, plants and mammals. The P-450 studies al r ea d y helped in 
the development of a selective orally and topically active antifungal, 
itraconazole. It is hoped that this re sea rch will result in new 
possibilities in medical treatme n t. 




PROTECTION AGAINST CHEMICALLY INDUCED SKIN TUMOR IGENESS 
BY NATURALLY OCCURRING PLANT PHENOLS IN SENCAR MICE. 

t 

Mukuf Das* , David R. Bickers and Hasan Mukhtar, *lndus trial Toxicology 
Research Centre. P.O. Bo* SO, Lucknow, India and Case Western Reserve 
University, Department of Dermatology', Cleveland, Ohio, USA. 




Pclvaromatic hydrocarbons (PAHs) including ben 2 o(a)pyrene (BP) require 
metabolic activation to reactive intermediates which bmd rovalentty to 
DNA in order to exert their tumortgemc effects. Our prior studies have 
shown that a series of naturally occurring plant phenols inhibit the metabolic 
activation of PAHs and their binding to epidermal DNA. In this Study 
these plant phenols including tannic acid (TA), quercetin (QTj#.inyricetin IMY), 
anthratlavic acid (AA) **»d eliagic acid (EA) were tested lor their skin 
antitumorigemc activity in SENCAR mice. TA, OT, MY, AA and EA resulted 
in significant protection against dimethylbenz(a)anthracene IDVBA) and 
BP induced skin tumorigenesis. A significant increase in the latent period 
for the development of skin tumors was observed m the plant phenols 
treated groups as compared to the control group of animals receiving DVB A 
or BP atone. After 12 weeks of resting, the number of tumors/mouse 
in the groups receiving plant phenols were significantly lower than the 
corresponding controls rectivmg DMBA or BP alone. Ie further argued 
that if the protective effects of plant phenols on PAHs induced skin tumor* 
igenicity is entirely related to the inhibition in the metabolism then these 
plant phenols should be devoid of their inhibitory effect on skin tumortgemsis 
induced by methyl nitrosourea (MNU). which do not require metabolism 
to elicit its tumorigemc eifeci. However, this was not the case as all 
the plant phenols tested showed significant protection against M\L induced 
skin tumor igenicity. These results suggest that these plant phenols have 
antitumorigemc effect against variety of carcinogens and one possible 
* mechanism *nay be due to inhibition in the alteration of target tissue macro- 
molecules. 
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OTtCT OF CIHETIDIHE OK MURINE ALLERGIC CONTACT HYPERSENSITIVITY (ACH) 

W.A. Soter, M.P. , F.A. Rerdel, M. D. , D. Zhang, M.D. , D.V. Bclalto, M.D, 
Dcpartbeat of Dermatology, Mew York University Medics! Center, K.Y M H,Y. 
«nd University of Miami, Miami, FI , U.S.A. 

Treatment with clmetddlne during the induction but not the elicit!* 
tion of ACH produces a marked enhancement and prolongation of the 
response. This observation was further evaluated in fiALi/c mice treated 
)vlth clmetldlne (100 ng/kg) or saline, Intrapcr1toncally, twice dally 
from days 0 to 3 and sensitized with 0.11 tr lnltrochlorobenxene (TNCB) on 
day 0 to tbe nape of the neck. On day 7, the mice were challenged with 
12 TNCB to one ear. Car ewe1 ling measurements In groups of 4 to 6 mice 
wore obtained at 0, 0.5, 1, 1,5, 2. 4 6, 8, 12, 24, and 48 hrs after 
Challenge, At the same time points, serum hlstsmine was measured by • 
redlorn ry m e essay, end frozen end paraffin sections of ears were stained 
with H4E or C1 mesa reagent to assess the degree of granulation of mgjlt 
cells end nature of the cellular infiltrate. Control mice included snl* 
m^a challenged with but not sensitized to TNCB, ’ CimetIdine*treated mice 
Mt increased ear swelling at all time points as compared to saline con* 
trols: 10.1 ♦ 1.1 * 1 tr? mm, 13.2 ♦ 1.0, and 19.fi ♦ l.fi^an i SDO for 
satine— treated mice vs 15.1 + 0.8, Tfi.5 ♦ 0.6, and J9.fi ♦ 1.2 for 
c lmet id in*- treated mice at 1.5, P, and 24 hra respect iveTy. No stgaifl* 
rant difference in serum histamine was noted between the cimet id inr*40d 
saline-injected mice at any time; both groups displayed a blphasic hlsts* 
mine response with peaks between 0.5 anti 4 hrs and a second peak between 
8 and 12 hrs, as we have previously described/ Histologically, the 
clmetldlne—treated animals showed s more intense cellular lllf titrate thAS 
the saline controls which was most noticeable at 24 hours end character* 
ised by numerous subcorneal and perifollicular neutrophilic abscesses• 
There was no difference in suit cell morphology between the two groups* 

We conclude that enhancement of ACH by cimetidinr la independent of an 
effect on mast cells, but may relate to a cimetIdine-Induced Inhibition 
of T■s u p pr essor cells et the time of sensitisation. 

THE INFLUENCE OF Ca** MODULATES ON EPIDERMAL CELLS IN 
VITRO. A protective effect from Cl overload? 

B.Thiele . B. Bonnekoh. H.F, Mark, C. Mahrle, Dept, of O erwatology, \ 
University of Cologne. FRC 

Bol£i, proliferation and dlf ferantiation, ere significantly influenced by 
C*v ions in vitro. Modulators of cellular Ca** Homeostasis, s.g. Cl 4 * 
antagonists, are potent drugs to prevent Heart and smooth muscle cells 
es metl as fibroblasts from damage and necrosis by excessive Cl** In* 
flux.' Recently, a new class of Ca** modulators Has been described * 

Ca agonists * which possess pHarmacotogical effects diametrically 
opposed to tHose of Ca** antagonists. To our knowledge, there is no 
information about the effects of these drugs on epidermal cells. 

In &e present study cut lured gut nee pig epidermal cells were s eeded on 
collagen-coated dishes and maintained under low (1.0 mM) and High 
(2.7. 3.6 mM) Ca** conditions. The cells were continuously exposed to 
the Ca** antagonists nifedipine (Adatat(R). 0.2 0.5. 1.0 Mg/ml) and 
ver a pa m il (lsoptirW/>.2. 0.5, 1.0 ug/ml), and to the Ca** agonist BAYK 
•64k (0.2, 0.5. 1.0 ug/ml). Cell growth was monitored by cell counting 
end *H-thymidine labeling and related to the cell-bound Ca** measured 
by fla m e photometry of homogenized cells. 

Nifedipine and BAYK t64a dose dependently reduced DNA-synthesis end 
the cell number under low Ca** conditions, whereas verapamil was un~ 
effective compared to untreated controls. The cell-bound Ca ** was re¬ 
duced by nifedipine (SO 1). but not by verapamil and BAYK 8644. In 
comparison to low Ca ** cultures, high Ca** cultures showed a lower 
plating efficiency, less cell spreading, distinct cytoplasmic vacuolization* 
an increased number of trypan blue stained cells to 12 I. and reduced 
cell growth. Nifedipine was able to counteract all these changes caused 
by high Ca** my ftmm. whereas verapamil and BAYK 0644 did not. 

The results let us suggest that of all tested drugs only nifedipine had 
an effect on epidermal cells mediated by Ca** metabolism. Its use may 
be beneficial to protect epidermal cells from cell death by Ca** overload. 


CYCLOSPORINE IN PSORIASIS: NOVEL INDICATIONS OF KNOWN DRUGS. 

Charles N. Ellis, M.D.J David C. Gorsulowsky, MXX; Ted A. Hamilton, MJL, 
Julie K. Billings, MX).; Marc D. Brown, MX).; John T. Heodington, MX).; Kevin 
D. Cooper, M.D.; Ole Boodsgoord, M.D.; Elizabeth A. Duel!, PhX>x Thomas M. 
Armesley, Ph.D,; Jeremiah G. Turcotte, MX).; John J. Voorhees, MJD. 

Oral cyclosporine A (CsA), 14 mg/kg/doy or its vehicle were randomly 
assigned in a double blind fashion to 21 patients with severe psoriasis vulgaris. 
After four weeks of therapy, of eleven CSA recipients, two totally cleared, six 
improved markedly, two improved moderately and c nt improved minimally; 
whereas ten vehicle-treated patients showed no change or minimal 
improvement (P =0.0003). Vehicle-treated patients, offer a switch to CsA for 

four weeks, demonstrated impressive improvement similar to that seen in 

* 

patients who initially received only CsA. Moderate or marked in p rove m e nf ar 
total coring was noted in I 7 oK2l patients (61%) and 20 of 21 (95%) of ter one 
and four weeks of therapy, respectively. Mitotic figures and leukotriene 
levels in lesions decreased B6%land 64%, re s pectively, otter s e v e n days of CsA 
t h erapy. These results suggest That: (I) psoriasis may hove on imm u n o logic 
basis and (2) if o long-term re gi men with a favorable efftoacyt sk te effect ratio 
can be det e rm in ed, CsA would be o significant advance in the treat m ent of 
psoriasis. 
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IN VITRO AND IN VIVO AVI I - INFLAMMATORY ACTIVITIES OF CIO 
Stm S T I T tT ED ANTHRALIN DERIVATIVES. V 

C. Hamby . 0. Shroot, A. Chatalus, D. Cavey, J* Allac, end J. 
Matgnan. Centra International da Reeherehes Dai altolog!goes 
(CIRD), Sophia Antipolls - 06560 VALB0NNE • France. 

Anthralin (1, 8, dihydroxy-fc-anthrone) has be e n a very 

affective drug in the treatment of psoriasis for wore than 60 
years. Howvtr, it suffers many drawbacks to Its widespread use, 
including chanical instability and skin irritation. In recent 
years efforts have been made to overcame these problews by 
introducing pro-drug foras, however, these ere either too slow In 
action (e.g. the tri-acetate) or too difficult to control in their 
formation of anthralin (e.g. butanthrone). We have recently 
compared three smmbere of a family of CIO suceinyl derivatives of 
anthralin, with anthralin in a variety of in vitro end in vivo 
test systems. In those test systems wherw anthralin activity was 
related to its potent anti-hyperproliferatlve activity (inhibition 
of ornithine decarboxylase induction In vivo end keratinocyt* 
metabollsa in vitro), these three analogues were inactive. 
Hovever, in anti-inflameatory test systems, both in vitro and in 
vivo and particularly those related to the inhibition of the 
metabolism of arachidbnic acid via both the cyclooxygenase and 
llpoxygenasa pathways these compounds were active and comparable 
with reference standards. Furtheneore these compounds show a 
highly’ significant improvement, fClative to anthralin, with 
respect to local irritation and systemic toxicity and in addition 
do not result in staining of either skin or cloth. 




Source: https://www.industrydocuments.ucsf.edu/docs/lyhlOOOO 










2501671513 


S 


/ 




■ j*. - 


>*► 


^ .'f/'S “ 


t r > ' \ 

~-f.■ T» ■ *> 




I 




THE EFFECTS OF TSOTRETINOtN ON FOLLICULAR AND SEBACEOUS 
GLAND DIFFERENTIATION. K Owing!. S V B arton k K . M urk* Dept. 

Of Medici nr*. Uni ve rutty of Half** CoFtvRt* of Mediein*^ Cartlfm CTR. 

laotrettnain i* known to reduce the rale of nrbum necrrtion »nd tO 
thnnk sebaceous gland*^ How tftear eff**ct* are caused and whether the 
response in acne also depends on an effect on follicular keratiniaatton 

Is unknown. 

Non*keakonal akin frofn the acne bearing area of the back from 17 
acne patient* wa» examined it 4 or k week* of isotretinoin treatment. 
Glucose-6-phosphate dehydrogenase (G6PDH), auccinir dehyrogenkse 
(SDH) and, non specific esters** (NSE) reaction products .were measured 
In intcrfollirular eptdermi* j) follicular and sebaceous epithelium, as 
indices of metabolic activity. Protein synthesis was assessed by a 
quantitative autnradiologic method using tntisted leucine. The volumes 
of sebaceous gland, differentiated and undifferentiated sebaceous apt* — 
thelium and follicular epithelium were measured by a stereo!ogical point 
counting technique. Sebaceous gland cell Size and hair folhcle Orifice 
area were also measured. V. 

There was a significant reduction in the reaction products Of G 6 PDH 
and SDH activities tn sebaceous glands but no change tn Intrrfoilicollar 
or follicular epithelium after treatment. No change tn protein synthesis 
could be detected. There wan a significant decreasr tn the volume trf 
sebaceous glands and differentiated sebaceous eplthrltal cells. The ratio 
of differentiated to undifferentiated sebaceous cells fell significantly 
during treatment. There was no change in the volume of the hair follicle 
or follicular epithelium or In the hair follicle orifice area. 

The results confirm that Isotretinoin reduces sebaceous gland volume 
and demonstrate that the glands also have a reduced metabolic activity 
after taotrettnoin treatment. No change in folhculiir epithelial differenti¬ 
ation was detected by the methods used. Etretinate has been shown to 
alter the metabolic activity in interfollicular epidermis, indicating on# 
difference in the mode of-action of these two retinal da.__ 


A NE« METHOD TO STUDY PRURITUS AND ANTIPRURITIC DRUGS. 

C-F Uahlgrcn*, O Hager mark*. B Hrdin**, R Bergstrom Dept of 

lV*rmatolopv ♦ Karoitnska Sfukhuset, Sri Ok 01 STOCKHOLM, **DeptS of Radio- 
physics and •••Statistics, University of Uppsala, Sweden. 

A matr*r obstacle in the study of clinical itch and its therapeutic control# is 
the lark of accurate methods tor its measurement. In thi^,study we have used 
a new method based on a mirfo computer (Pam-Track ) in an attempt to 
increase reliability and compliance of subjective ratings of pruritUST 
Pain-Track is a portable data logger (8.3*14x2.7 cm; 300 g). With a standard 
battery of 9.A V, a continuous recording lor at least 8 weeks can be made. 
Evrrv f*0 mm a burner commands the patient to mark his presence on a 
marker button and rate the ttch intensity on a knob with a fixed point scale 
trom 0 to f (Omo and ^maximal itch). During nighttime the hourly blXZZer 
can be turned off, but the intensity rate knob can still be changed whenever 
wanted. When the recordings are finished the data logger is plugged into a 
desk-top computer tor storage and analysis of the collected information. 

tn a double-blind, rross-over study 30 adult out-patients with persistent 
atopic dermatitis were treated with betamethason dipropionate or its 
corresponding cream bqse. We measured the itch intensity during each period 
(A days) of treatment, both continuously by Pain-Track and retrospectively 
each day by conventional diary cards. The overall compliance with Pain-Track 
was 90%. In t9 of the 20 pfs who had a compliance rate of >80% the itch 
mrmsity measured bv Pain-Track was less during active treatment than during 
plarebo. fn many cases the decreased itch was recorded already during the 
first day of treatment. Moreover, there was a good correlation between the 
clinical picture and itch intensity. 

Conclusion! By using a drug with known antipruritic effect in atopic 
dermatitis we have shown that Pain-Track is a Oieful tool for assessing 
clinical pruritus and the antipruritic effects of drugs. The main advantage^>l 
the new method are possibilities tor: I) frequent recordings, 2) surveillance 
compliance# 3) storage and analysis of a large amount of data- _ 
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A NEW CHEMICALLY STaBLF RADIO-LIGAND (CDI70) AND ASSAY 
PROCEDURE FOR CYTOSOLIC RETINOIC ACU) BINDING PROTEIN. 

I Crtnih M T. Cavey. J LustacHe. O Watts and R. Shrocx. Centre international d£ 
Retherehes OermatrUof Ufues (ClRDl. Sophia Antipotis. VaShtmne. France. 

The IwoAopcaJ and t herap eutic aqpvtty of ret mends is believed to be related to (heir - 
ability to bind to ac^jsriBc protein receptor - mnfcolic winoic acid binding protein 
(cRABP), which ffrucipates in the nuclear translocation of the retinoids Until now, 
pH)-retinoic aetd has been used to measure the binding and to quantitate the amount of 
cRABP tn cell lor tissue) extracts. Retinoic acid (RAi, however, is a very unstable 
molecule, sensitive to light and oxidation. This instability ti increased by racbotysU# 
and ui spite of the precautions taken, breakdown of RA u «r ever-pre s ent problem 
We have developed a new retinoid that can successfully substitute for retinoic acid as a 
ligand for cRABP The new retinoid 2-<5,6.7,fc-ittrxhydm*S.5.K.Metr«methy1-2- 
naphtyl)- 6 -ben 2 o-tb}-thjopheneantxixylic acid, coded CD 270. ts labelled specifically 
with tnuum on the naphthalene moiety and has a specific activity of 7.6 Ci/mtnoL This 
retinoid is chemically stable and insensitive to light or atmospheric oxidation. 

At the same tune, a new assay procedure has been developed to measure the binding ID 
cRABP The method allows a complete separation between the bound and free retinoid 
by means of gel filtration on small columns of Sephadcx G-23. A single fraction (of the 
cRABP-vetmoid complex) is collected from each column tmo a scintillation counting 
vtaL A single person can run 60100 samples per day <4~6 binding curves). This assay 
is used to measure the binding in either samraooo- or co mp e ti tion binding experiments. 
CD270 binds to cRABP from several sources (human, rat mouse, bovine) with Affinity 
similar to that of RA (K 4 of about 2 nM for both). When measuring the affinities of 
or.labelled retinoids by competition binding, the results obtained were the same 
irrespective of whether RA or CD270 was used as the radioactive ligand. When cRABP 
was quantified in human epidermal keratinocytes and m cytosol from rat and bovine 
tewev again the results obtained with CD770 were similar to these obtained with RA. 
These experiments confirm that CD 7^0 hinds to cRABP wtth an affinity and specificity 
funilar to these of RA. We propose, therefore. (Hf)-CD270 as a chemically stable 
ligand tor cRABP, thafean successfully substitute for R A in most binding studies. 


Calcium Channel Antagonists in Dermatology 

Diooth nuscle contraction in calcitm dependent. Cal dun 
into the smooth muscle cell can be blocked by a group of drugs 
block the 'slew* calciixn channels. Or these drugs nifedipine, 
and diltiazem have powerful effects on both the c or onary artf 
vasculature - Nance their use in cutaneous disorders in the 
of which vascular or emoth muscle spasm are implicated. 

Nifedipine has been most ex t ensively used in Raynaud's 
It mist: now be r e ga rde d as a first line drug in the 
■m ere iryrrptamatxc Raynatxi *s phenomenon, providing symptom at ic 
in approximateiy 60% of patients. In resistant patients its 
cent?mat ion with prostacyclin analogues con result in 
relief and lrprwement of cutaneous blood flow. 

Severe chronic idiopathic pernios is has hitherto bm 
to therapy but recently nifedipine I modal done 60 
has been demonstrated to relieve synptcvB, pro mo t e 
occurrence of further lesions in app r o xima tely 70% of 
previously unremitting disease. 

its* severe pain oL x lei u ny i3u ata- has also been -rel iev ed by 
in a mail nuttier jot patients met its oee in tt& disorder 

/V . 

) T Pauline H. Dowd 
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IMPROVEMENT AND VALIDATION OF IN-VITRO METHODS FOR 
ROUTINE TESTING IN DKRNATO-TOXICOLOGT. 

N*-P* Loepke, Institute of Pharmacology and Toxicology 

University of.Munster, Fed* Rep* Germany 

The use ot animals in biological experiments as well as in deraato- 
tCDcicologicpl investigations world vine has become an issue of intensive 
public discussion. In contrast to an increasing number of pa p er s on new 
alternative methods for RKk (Refinement, ReaucemeSt, Replacement) of 
animal experiments, thert is a lac*, of in-vitro systems which "have been 
validated sufficiently to justify their use in routine testing* Based 
upon recent worx ir. our own j-atoratory and on previous papers by Other 
authors three in-vitro systems of different complexity w ere selected 
for stamaruization and validation In a two year collaborative study, 
sponsored oy the Federal Ministry tor Research and Technology: a) call 
culture, b> akin culture, ci chorion allantoic membrane (CAM) of incu¬ 
bated hen's egos. All these systems proved to be suitable for routine 
testing. Cell and skin cultures provide good results when used for 
co ppan ative testino within the same class of chemicals* But both me- 
thods have limitations with r es pe c t to chemical and physical p rope rt ies 
of the products am c he m icals to be tested. Best results w er 
with the chorioallantoic membrane. As this system se em s most 
ate for further standardization with the aim to replace a nimal tests 
for skin and eve irritancy, further studies on i mprovem e nt of evalua¬ 
tion m e tho d s and on definim a system of yardstick Chemi cals are per¬ 
formed presently. It is obvious, that no in-vitro system can be expec¬ 
ted to meet all requirements of all different problems* But for a lot 
of aspects of testing for local effects there is a g ood chance to re¬ 
place animal tests by GJU*-testlng in the near future* 
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N OERMATOLOGT. G. Mahrle , H.-J. Schulze, 

. Thiele, h.f. Merfc, &epi. of Dermatology, 
Cologne, West Germany. 
n*s ( I F N ) modulate proliferation, 
or and HtA-DR expression. Clinical Studies 
of interferons proved some benefit 
treatment of viral Infectfons and Sklft. 
as melanoma and basal cell carcinoma* 
on (]} the effect of rlFN-gamma on 
rentiatlon, and AHH activity of cultured 
jAd ( 2 ) Its Influence on„HlA-0R 
d iDNA-synthes 1 s In psoriatic epidermis* Ue 
esults obtained by two clinical trials. 

Ill study on the effect of-rIFN-alpha in 
-related Kaposi's sarcoma (n • 24) and (8) 
udy on the effect of rlFM-gamma in 28 
melanoma, arthropathic psoriasis, 
cuminata, epidermodysplasia verruciformis* 
losis, 8 ehcet*$ disease, and sycosis 

a 

ited cell growth of kerat1nocytes in vitro 
vo in psoriatic epidermis. !FN-gamma 
ssion of hla-DR in keratinocytes in vitro 
vivo. rIFN-alpha caused regression of 
oma In some cases but did not Influence 
ncy. rIFN-gamma was of some benefit in the 


genital warts, bowenold papulosis, and 
8 ehcet's disease but there was jto response, of 
psoria$ 1 s. 
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CELL CULTURE MODELS IN SKIN PHARMACOLOGY AND TOXICOLOGY. 

Hw Roc hen, Rainer Schmidt «nd Bfhatn Shroo t. Centre Intern* tJbnil de Rec h erc h e * 
Dcnzudoiopques (C1RO), Sophia Anopohs, 06565 Val bonne CWci, France. 
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Human cells in culture are being used with increasing frequency as in vitro models far 
Studying toxicological and pharmacological mechanisms at the cellular level Changes in 
cellular p roperties such as the adhesiveness of anchorage-dependent cells to their culture 
support, cell membrane permeability, rrspiraidby and overall metabolic activity as well as the 
capacity of the cells to proliferate or differentiate have been monitored under the influence of a 
given chug by measuring.' for example, cell detachment, release of intracellular material {ATP, 
e nz yme s . DNAl exchniocyof trypan blue or uptake of vital dyes, alterations tn gas exchange 
'and heat production as well n th ymidi ne incorporation or the e x pr es sion of sp ec ifi c 
d iff ere nti ation markers 

In the present revi ew the usefulness of the ceU culture a pproach will be discussed by 
comparing the dose response of tr an s fo rmed human kenmnocytes in vitro to different 
anops onaoc Wa tm em i ; tanthralin. PL’Va. glucocorticoids, and re ti n oi dsi with data obtained 
u nd er ther ap e u tic conditions in viv o The following cellular param e ter s are taken into 
qomideranon cell det a c h me n t, thymidine i ncorporation, glutamine dissimilation and cormfied 
c a ve t ope c o mpe ten ce as me asu res, respectively, of cytotoxicity, proliferative activity, cellular 
r espira t i on and the capacity of the cells to un dergo terminal differentiation 

The results tndicatr that, at the rap e u tic concentrations, enthral in and PUVA exert their 
a o op aortanc action via thetr cytotoxic po ten t i al tn either inhibiting cellular respiration or DNA 
replication, whereas retinoids and glucocorticotds do nca act directly as cyto to xic drugs but 
rather modulate the egmtihruirri betwee n epidermal proliferation and differentiation by as yet 
unknown mec hanisms FuTThbrmnrr, our data s u pport the view that cell culture sy st ems can 
frond* • weful topi for the screening of new c h emic al derivatives of certain drugs. 


VST or ATI-EXPOS ED gbuTmOCTTC CTTLTUEP FOB PHARMACOLOGICAL P IT EPOS E S , 
Marla fwwt , Dvpt. ©f t^raitolopr, Imwiltr hospital Ltldtn, HI, 

Using a cpnvtntlotial (ntawritd) culture trttw k«racinorrtr« under¬ 
go differentiation, although to a degree which i* lover than that eeett 
vader the In rtrr VH«n cultured at the air-liquid Interface 

tuilag dead de-erplderwlxed dene Is (DEL) •» a substrata, keratlnocytes 
were found go express werpho Logical; («ifurvi of dlff©rentlarior similar 
to those aeer in vivo. There f ore,/th*> letter vntec offer* ar etrectlva 

•odel for studying the processes Involved In the regulation of epidermal 
differentiation and the effect* of drugs on it. 

The analysis of the lipid composition of normal karat lnocytes cultu¬ 
red on DED revealed^ a great 'elmllarity of lipid pattern vlth that seem 
under tb>» In vivo conditions. In contrast to cells cultured In a submer¬ 
ged culture eysten. fehich contain relatively large amount* of phospholi¬ 
pid* eivf lov quantities of cerastfdes, cells cultured or DED contain low 
amounts of phoepholip4ds and high amount of eterols and ceraatdes, espe¬ 
cially of ecylceremldes. Coder both culture conditions, however, llno- 
letc acid was present In much smaller quantities as compared to the in 
srlvokl tuat 1cm. ’ 

Administration o'f retinoic acid (RA) to both normal end malignant 
(squamous carcinoma cells (SCC)) keratlnocytes Induced marked changes tn 
the morphology of ceils vhen cultured on DED 4 In normal keratlnocytes 
the administration of RA led to an increase of a'nuaber of cell,' layers 
accompanied by a loss of the granular layer. Furthermore, the horny 
layer vas transformed to a parakeratotlc layer and also keratlnizatIon 
of Individual ceTIs vas observed. .In contrast to normal keratlnocytes 
the addition of RA markedly reduced the number of cell lavers of , all 
thrae SCC studied The morphology of these cells, however, vas not slgr 
nlficantly altered. These results suggest that similarly to the In vivo 
situation l> exarts distinctively different effects on the prol1Legation 
mad differentiation of normal karatlnocytaa as compared to SCC cella. 
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COMPARATIVE TOXICITY OP ANTIMICROBIAL • AGENTS ON TRANSFORMED HOMAN 
KERAT INOCYTES 

F.M Tatnal 1 . I.M. Leigh and J.R. Cibaon. Department of Dermatology, 
The London Hospital. London, El IBB, England. 

Experimental data suggest that some antimicrobial agents may have an 
adverse effect on several aspects of the tissue repair process 
Including re tarda t Ion ^ of wound epl thel ial izat ion. The aim of this 
study vas to investigate the comparative cytotoxic effects of a fangs 
6f antiseptics and antibiotics using human keratlnocytes transformed by 
Simian virus 40 (SVK14 cells). . 

SVK14 calls were grown to semi*confluence by adding 6x10 cells per 
petrl dish. After 4B hours the cells were exposed to serial dilutions 
of the therapeutic concentrations (in parentheses) of each of the 
following agentsr hydrogen ..peroxide (3%).* cetrlmide (1%), sodium 
hvpoehlurite (051), povidone iodine (6%), n eomy c in (1%), bacitracin 
(50 iml ts/el). polvwvxin B sulphate (10.000 tmlts/ml). The cells were 
exposed to the drug for 15 minutes and then washed and incubated in the 
culture medium (RPMf 1640 plus 10% fetal calf serum) for 24 hours. 
Dead cell* were then washed off and the viable adherent' cells were 
trypilnised and counred in a Coulter counter. 

At therapeutic concentrations none of the antibioties were found to 
he cvtotcnrlr whereas all of the antiseptics produced 100% killing of 
SVK14 cells Dilutions of therapeutic concentrations of the anti- ' 
septic* ranging between 1000- and 20,000-fold (depending on the agent) 
were needed in oroer. to achieve no-effect levels.' Calculations based 
on loot killing values tor the antiseptics indicate that their order of 
toxicltv troa highest to lowest IS sodium hypochlorite, cetrlmide, 
povidone Iodine end hydrogen peroxide. 

We conclude that this cell line may be useful in studying the^ 
epithelial evtotoxicl tv of drugs lr vitro and that* care should be 
exerclagd in the selection of antimicrobial agents for use in wound 

manageeent 

j ^IsrUTNri^or DERMAt. FIBROBLASTS ON FPtDFRMALIZATION 

hrmarrf f mtlnnih , ( ormnr l^hrrton and Lout* I>Ubfflfft • INSHRM U Jl2 - Dept. 

| Of demuirrtr-v . Mftfitjl Heim Mondnr- 04010 • CRITTr.lL * FRANCE 5 * 

1 U r rrconirv anenhr a method of entdrrmaltratton in vitro iftat permits © obtain a well 

differentiated human epidermis and in Quantify (hit epidermal! ration (1) With this human living skis 
equivalent tnndei comrrwd at m vmco ol a flpntm and an epidermis, we could Oemottctfatt th a t 
(ihnMjut tmm pwn itr natiem i induce the hvprfftnlifpntmn ol normal keratuiocytcs (21- Hi te$ study, 
we mwstjf at rri me mtiuenre of normal dermal fibroblasts on eptOermalizJtiotL 

NnrmaJ human d erm a 1 fthmMeti are combined with collagen, serum and culture medium* Al mos t 
im mediaiefv a gel tnmr whtrh the fibroblast* begin tn contract Within a tew days, the ccatrRCtaQD d 
ttahilired and a ftunr of firm consistency »t formed * the Oermal equrvalffllNDE) (3). TfTthtS three 
dimrmtnnaf collagen matnt fihmMatti are in a statr of difteremiannn similar to that observed in vivo 
<4) At different tier* of the rearrangement of the collagen matm by fibroblasts, cells me killed by SI 
mirmttc shock So. tatntratN of dttirrmt comiMrncy can be made, m which fibroblasts Wnjx alive Of 
dead fcfndrrmalt ration is then mitultred bv suck mg on these tttotJjpts either very Cbm I sun is disnOCT 
skin punch biopsies (bpidermu and superficial dermisf or 2 mm in diameter biopsies made n a e cci O B 
blister roof (F.prdrrnm alone) v ~ 

-The eptdermaliratiocT » better on a collagen maim that have been previously reorganized by 
the fibroblasts, than on a simple collagen get. 

•The presence ot the fibroblasts of the biopsy promotes the cprdermalizauoa when to Irving 
fibroblasts are in the I>fc. but this effect is masked when fibroblasts are alive in the DE 

•For a same collagen tenure, the epidermal nation is promoted when the fibroblasts Of 4x 
dermal equivalent are alive 

Thin fibroblasts influence the cptdermaUiaooft they not only remodel the extracellular matrix, bet 
! also secrete growth factors These results underline the importance of the fibroblasts m the 
dermal -epidermal interactions and the living skin equivalent provide to study these inicrartmns. Brrwx 
this human skin equivalent can be made simple or complex, the effects ol pharmacological agents 00 
epidermal izat ton can he evaluated in this culture model either by ihetr actions on kcraunocytes itselves or 
through the treatment of the dermal fibroblasts. 

<h Coulomb ei al hr J of Dernuinl.. 114, 91-101. (19X6). (2) Saiag at tl Science. 230: 
669-672. (1915) (3i Bell eta! Prot Natl Acad Set USA 76 ; 1274-1278. (I979>. (4) Coulomb el aL 
_ BrJ. of DermaioL. IU. suppl. 27. 83-87^ 19K4).__ ... _ * __ 
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1,25 DtHYIJCIXYVmKDI tV* KETtABOLISM AND RECEPTOR C33NTENT IN CULTURE) 
HUMAN EPICDMAL KI^ATIMXTiTF^ AS A FUNCTION OF„ DIFYFKWriATiaN. s. 
PUIaI, D.D. Hikla, P.M. Elias . Dermatology * Mndi£irw Servians, 
Vatojrem Kteim.Btxnt.lcri, MucIicaI Center, Run Francisco, Qvlifomia, USA* 
Mmn tarmexir^ kernt inocytee produce 1,25 dilrytlraxyvitamin * D 
(l,25(OH) ? D> in a hormarvil ly^recjulatad fashion ard cmtain nnfton 
far 1*25(GH) ? D. H«re, wo lnventiqnted how 1,25(0H)D3 production and 
1,25(OH) 7 D receptor content is linked to «pidorm\i difterentiatian 
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cultured neorwital torecXin karat lrocytee. At different 
cells were aeri*o-<leprived for 24 hra, err! 
at 1,25 (OH) jD or 24,25(ai) 3 D fren *H-25(0H)O. 
and affinity, and differentiation Barkers, 
fTC), involucrir. (I j, and q a rruf led errvelopo (CE)). 
pr oduc t ion of 1,25(CH) ? D o ccurr e d after the cultures 
fluenoe. the hicrwt specific activity of l^a"h ydr oxylase 

when^the cells also tnqnn to ex pr e ss TC, 1. < 

In post-confluent, fully-differentiated cultures 
(OH) 2 ^ pr odL i ct ian declined aromatically a lorn with TC and 
2A.25(CHHD . 

hi < ?>"Sp ee d centrifugation from pr o confluent, ccn fluent am 
confluent kaEratirxxytesj, am saeaaurtnd for 1,25(01)^0 
equillbruan turning and> sucrose gradient oentrtfugatian, 
roaeptars of the same sedimentation character istiCK as (duck 
cytosol preparations. Soatchard analysis displayed a single class of A 
binding sites at all stages of growth, with pre confluent cells 
displaying the hipest recepkor concentration (3b fmol/sg protein) of 
hiqtl affinity (kd-270 pi), oogfluent cells shewing less (2b fmol/sq/- 
protein) of high-^affmity receptors, am past-oonfiuerrt cells dis¬ 
playing layer runtm-rs (2b fmoL/mq protein) of low-affinite' 

(kd-1400 pK), The -correlation of l,2b-(0H) ? D production and 
odnterit with keratinocyte differentiation ■arkers s pyrrr ts a 
tole far vitaeur D estateIItoe in ^uderaal differentiation. 
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A COMPARATIVE STUDY OF THE tmCTS OF NSAlDi. CORTKXlSTEROtDS. RETINOIDS 
AND ANTHRAtJK.O*. HUMAN PMN MIGRATION, OXIDATIVE BURST. DEGRANULATION 

ano>ukjxygenase Acnvrn. 

DCAVEY. M BGUCUER, J CZEJLNIELJEWSKX, F.VUEJJL. JLJSNARD. BAHROOT. CN HENSBY. 
QRD. SglM Aaupoln. ViSowe. France. 

of Sir Sun vd PMN than* S eme n n cuu c p htkv for influence of Sup with 
K> densspfofy ans wudtcd m mcra. m o rder S'delRieau thru action german on cellular 

sk) active orygr® fedction ai well m Vtipntygetiaac actmtj The crib sees 
weh thr dmp when afmxn (chrfnokinrws and chrtncasta) mnstaed by (he 
peptide FMLP w» nodied. whereat a ihorx f 15 tnim treatment erf the celb pat tokd (he 
of cellular r ep on meacn to FMLP (rntdativt bum, degretulrlmn) or A23187 
V Cethjhr movemen t was decreased b) imcroanoUr concentratinm erf man draff 
Sat CTc n tcB m h i h t for s being Inckxnethjcm. fhtnrlbatuone, BH755C, Retmcac acid. 
Amend and Ahchralm In contrast Vtspnxygenav: activity fttnamnl onallecied after treatment by 
wsaBy a® a< tcnu, escgi knows benryfenase ahthoort (Caflcic acid. NDGA. BW75SC. ETYA, 
Beanufrofn) and was itugruOi aflecicd h taryt concentraoom of Rttunc aod and Arctnod The 
oaidatrve borv as measorrd by che mda—a acaccncc m the pretence erf LonunoL and d cf te w lan nn . as 
Ipcanttftrd by S«e irlrase of hnorimt, were mhthitcd by anme but not all cyclo o xyge na se mhiNjgn (e^. 
I s tane i actt. fte a yl huomnc) l a pp ayfesa ae mhibeon and vetmoids (Arounorfi were prtt 
erf arttve mvfen producurm h the cases of Cafietc acid and BV755C. these cflera exmld a beast partially 
be nphned by anorisidant properties of the nolecaloptce amnkar observations could be obtained in t 
cell free Oy-prodocmg. rytiem Dcpanulaunn was anally hn aemitive to these drugs, retinoub bcatg 
MaD> mrflective Anthralin comcnenrJy ga ve bunodal dose-rexpome curves bi the chemlummeaccncc 
amav (mild stanoLauori at lO^M partial mhibrtion at IO^Mi. and a alight anmulaurm of degranulauon. 
Under dime experimental cnrlibnM (short dimtion ncdattonii. ctrucottowch were almost dnw) of 
any mhb«rr> arbsay Taken mfethei thrsc*remits tbm that deptrawi of PMN migration and 
pmdurtmn of aaidanu art the moat common targets of the drags investigated and ontU be part of dies 
mode of 
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EFFECTS OF LIPOXYGENASE-DERIVED EIC0SAN0IDS ON FIBROBLASTS: 
CHEM07ACTIC ACTIVITY AND REGULATION OF COLLAGEN SYNTHESIS. 
G.RIeqer, R.Hein, T.Ruiicka. F .Wa ch ,B.Ade \ mann-GriII , T.Krieg. 
Dept, of Derma to logy 7 Vn iversi ty of Hanicn, and *Ma * -P1 anefc- 
Inst. of* Biochemistry, Martinsried, FRG* 
x Metabolism of fibroblasts (fb) plays an important role in 
wpund healing and can be modulated by other cell types. In ft 
search for soluble molecular sijgnals produced by these cd 1S i 
we investigated the effects of eicosanoids on fb function. 
Chemojtac t tc activity of-fb was assessed in a blind well Boyden 
chamber with various eicosanoids as chemoattractants. Fb proli¬ 
feration was sieasured by cell counts* and their biosynthetic 
capacities by 3h-proline labelling. For measuring the synthe¬ 
sis of collagen and non-co1 Iagenous proteins* tne newly synthe¬ 
sized material was dialyzed .hydrolyzed and analyzed on an auto¬ 
mated amino* acid analyzer. L . .. x 

«LtB4»* bS-end 12S-HETE were-found to be strongly chemotactic for 

fibroblasts.Structure-activity analysis revealed that the po¬ 
sition of hydroky 1 a 11 on on Cb and CI2 was essential for cheiio* 
tactic activity. Hreincubation of cells with 12S-HETE reduced 
the chemotactic resoonse to bS-HETE and LTB4, indicating that 
these eicosanoids utilize tne same cell surface receptor*where- 
as chpmotaxis to other chemoattrac ta nts such as fibronectin 
and PDGF was unaffected by 12-HETE. Total orote^n synthesis 
4as not influenced by any of tne eicosanoids tested* however* 
a specific decrease of collagen syntheses was noted in til*—. * 
presence of 12S-HETE. 

These results suggest a possible role of eicosanoids in the 
regulation of fb metabolism during chronic 1 nf 1ammation end In 
fibre tic processes J)f particular Interest i% the activity of 
12-HETE, the main product of arachidonic acid in epidereis with 
unknown function, which may serve as a molecular signal between 
. epidermis and dermis. 


ARACHTpOKIC ACID INDUCED EAR OEDEMA IK THREE STRAINS OF RATS AND NICE S 
A COMPARATIVE STUDY OF ANTI * INFLAMMATORY DRUGS. 

M ., bouclier , B. Luginbuhl, t.' Shroot and C. Bens by. Contra 

itologiquct (CLRD). . 
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Topical application of arachidoni'c acid 
induce* an inflanmatory response associated 
prostaglandins and leucotrlenes (CHANG at al.^ 

205-2U). w _ v 

*e now report a comparison of the inhibitory responses of throe strains 
of rats (OfA. VISTAR. Hairfes*) and mice (GDI* C3H, IBOU) to • satiety 
of known anti-inflammatory agents. Oedema responses were amavursd 
either at 1 h or 2 h post topical arachidonic acid application* which 
had previously been found to provoke maximum oedema formation in alee 
and rats respectively. 

Indomethac in , BV755, 5,8,11 .lA-ETYA were active fn all the strains of 
both rats and mice. Naproxen was less active in mice. Hydrocortisone 
was inactive in all of the animals tested. Whilst both Betasmthasone- 
17-valerate and fcordihydroguaiaretic Acid were inactive in the 
different rat strains they were none the less active in the mice] 
strains. The. different inhibitory effects obtainegt for the same anti¬ 
inflammatory agent \n different animals and strains of animals is 
probably'attributable to a. variety of reasons including different end 
(organ effects and pharmacokinet ic influences. 

These results confirm the need of careful choice in the selection of 

( suitable animals and strains whan developing animal models for 
topically applied drugs. 
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